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bm m m 

5 &mftm 

(Dmrnt^TL^nzo m®wm\z& v&z\ ^mm<Dmmz\mmmm^ < 

(adipocytokine thmtnz>) K&mffiMfa&$!r(Dftm\zmm£'&m 

\zm^m^iSL\^t'^^w^x^n^ 0 mx\i. Tttztemm^oMmtem 
mm^T'&z??** j-?>r>?j-4 ^-*-f i (pai - 
20 i) mttwm&&z\ztmzftmmffi^mh<%mmt)m]}uVTiiRtpm 
^fcjginu fa^wmo&m<DZ}>£^£t£K)n%z\£&wzfr\zi,tc ct 

*f (Shimomura, I.) £>, r^-f — • ^4 '>> (Nat. Med.) J > 
B) , S£2# <S&7*§) , pp. 800-803 (1 9 9 6^) ] . Sfc, 
flgJ^m^iC#^W^^i^M^^^MbTV^a^ adipose most abundant 
25 gene transcript-1 ten ?— ¥ >1&<D1M;&M (adiponectin) — K lsX& 

/\toWc:t^t>^^T$TV^ [Wffl (Arita, Y.) r/\*-f 2^ 
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(Biochem. Biophys. Res. Comraun.) j , ORH) , I2 5 7f (^lf) > 
pp. 79-83 (1999^)], 

5 fzm^&M aquaporin adipose IZm&ifflllfoX' # 0 tO-j^t^W^ L, 
T«1iBT£^fiEtta*^S*lTV>£ [/#ffl (Kishida, K.) e>, r$>*— 
;l/ • • M^uViDV • h U— (J. Biol. Chem. ) J , (tKH) . 

B2 7 5i (^2 7^) , pp. 20896-20902 (2 0 0 0^) ] , 

15 mm-r^n^, m&i>x*kmm&®n (spi3> u#>f) tmmu^^ 

X, Z\<D£5lZ&fc[KlX(DmM\Z$>^Xm^X&Z>ttfrK>XU<. EIp a pH 

-rmz, #mzmmtz^®.tt£2> a 
25 M,m2nx^z>t>vx\tu<, mft&xhu&*$a<Dftm • mM&mtf&wt. 
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mnvfctttik* &&mwm%i®i*m?z>£.fcVon£W<ftw • nest© 

20 ^*^^itfe'lfi^W«'l4^hP>^^'1'X^>^# (4 9 8&©-feU> 
^T7>/1^^>(Cie^$nTV^) cDNA©5' ffiUffl^Wcl/hD^ 

)W£®WlsTT'y7,ZfnBMmft (Ba/F 3 ) if*fit££& 

ii^$nfe^»e.yyADNA^am^ pcr& 

HTS«h#^?>n^cDNAfrM-^|pI^$nfCo £n£© c DNA8frtt-£fB 
V>T, -7^77,11^^**0 DNA^e>ISl3- HM^^S^tf c D 
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[1] @H^I#^- : 2 T^fe $ tt£7 ^ J WMMb.^— t>U<«^MWtC |W| — 
[2] ±12 [1] 82*©SeHt>U<tt«^^H&=i-h*-rs«S»iB?!l 
[3] ±15 [2] tE«<0#U 2* U^Ffcb< Wholly -»^(D*gj££ 
15 ©-SUS^tr^ U 5? ^ H ; 

[4] ±fs [i] mm<Dmmmbis<fc j t<DUft'<^\ i Wifciz*:<Dmztt 

[5] @2?>J#-^: 4T^t>$nST^/mgH^J<h|W|-t)L<«^M^{c:|pl- 
20 [6] ±12 [5] S2«cCD^SM ! foU<«^^^H^zi-H1-^^SB2^J 

[7] ±12 [6] iBrn^u %z v^^hv<\t^u-t^ ^>^/<om^ 

25 [8] ±12 [5] |B*©Se«t>U<J»©aP^y5 i K*fett-eo*ttK:» 

C9]-B2?ij## : 6 Tib^nsrsy mmm^m-hv< itmnmzm- 
[io] ±§2 [9] ia*oseH s bb<tt«»^^H*3-K-rsift*E 
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[1 1] ±IE [1 0] izm<D#VZ?U*^\ t hh<fczfn-£v>'><!/<£>i& 

5 [i 2] ±13 [9] mm.(om&n*v<te^<DU#'<7^\z&rM j t<Dmz 
[14] ±fE [13] fam<DMes ! fob<«^^y^H$r=i-H-r^ms 

10 g2#l£^tr# U ^ ^ i/^-^ F ; 

[15] ±SE[14] &ft(DtfVZ9l'* i ?\ i hh<\Z'7U'kyz/>tf<Dm 

tt-to— fflJ*^tr# U * * i^? 1 F ; 
[1 6] ±15 [1 3] |B«<DMeKfeU<« j eo^^^H*^«^^ 
15 (C^f ZtiiW ', 

[17] ss^ij#^: i 0T*mt>znz>72.;mmm£m—bv<\tm'mmz 
[i 8] ±ie [i 7] mm<Dmmnh^<im^^\ i ^oi-\ i 'r^mm 

20 [19] ±fE [18] fBmo^U^^l/^F ! bb<«yp-t:^>'>^^ 

SBfc^tf # U 5? # F ; 
[20] ±iB [17] |B^^aS i bb<«^cDgP^^F*7c:fW^ 

25 [2 1] WMm^- 1 2T^t>$n^75/i?@B^J«!il^— h V < lttnMWlZ 

m - 07 ^ j mmn^tsmmmh b < ra^©®^:/^ f ££*»©& ; 

[2 2] ±12 [2 1] |Ba©SSM ! feL,<«^^^F$rn-F'r^^S 
@E?U£^0# U * ^ F ; 

[2 3] ±IB [2 2] s3m©7j?U^^^^F i bb<«^n-fe^>'>y©^ 



WO 2004/007711 



6 



'CT/JP2003/008690 



[24] ±12 [2 1] te^©^SK : bb<«^©^^7 p ^K*fe^©^ 
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iB?U£^-tftf U 5? ^ H ; 
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[46]±I2[2], [6], [10], [14], [18], [22], 
25 [2 6], [3 0], [3 4], [3 8] Sfctt [4 2] IBi03j?ij5l^l/ 

[47]±I2[3], [7], [11], [15], [19], [23], 
[27], [31], [35], [3 9] [4 3] E«0#U^^U 
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20 [62] ±12 [4], [8], [12], [16], [20], [24], 
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[13], [17], [21], [25], [29], [33], [37] 
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[6 4] ±fS [6 2] mm<D^m^fM±m [6 3] BBttO+y h£fflWT 

5 [6 5] mmmm<D^t^^zsy^\tRmmm<Dm^m^'r^mm<D^ 

L/T r^§a©sa»J £U*"5 Sr^-T^o 

mzm— <D7 S. /mU^l^tsm^n (&TF. rsST20-14(Long form)j t 
20 ^om&h&Z) ; B2^J##: 4T*fc>SftS75/BIE^J£l^--'bl'<fcfc 

mnmzm-vrs.y&i&Pi&^tsw&M (&>r> rssT2o-u(short 

form) j tV>3»&*>**) ;Ea?"J#^ : 6-P**3$n*TSyB6E5UtH 

— %>u<tt*«wtwra-©75/Biia^i&^trfia» (utf, tsst22- 

22 (Long form) J <h^5}&'& ! b&£) 8TSfc$n§7$y^l 
TSST22-22 (Short form)j &fr*3tt£"b&&) '. SH^IJ## : 10T^fc>£n 
(j^T, TSST8-5J tV^^^fe^) ; I2JU#^ : 1 2T^$n§T5 
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rsST19-15(Long form) J t^-5*&t>**) : BB#I#*§- : 1 4T«b$n 
-5 7 5 / £ "b U < teHSf W {3 III -co 7 5 / mBH^iJ tsW S H 
(£TF. rsST19-15(Short form)j £1^5 -5) ; SB^J#^ : 1 67? 

nti z nz> 7 5 j wwm t. m- t> u < k cd 7 == / ^sh^j £^tf 

5 If 6K (OT, rsSTI3-llj <h^-5«-&t>&&) ; !2^J#-§- : 1 8Tit>$ 

■ (J^Ts rsST9-8j £V>5*£*>&*) ; SB^J#^ : 2 0Ttt)$tlS72 
y^@5^J<h|Wl— t>U<f«KW^|sI-c07^/®?SB^J^trSe« (ETF> 
TSST21-3J £^5M'&b$>2>) ;*fc«I2#l##: 2 2T^$n575 

TSST20-6J <hV> 5 T&& 0 

Ettfc<» flIAfcf, nrn^LSb^ <0«;U& th. t^T.. 5yK b 
15 yv. 7$. Vis. w % ^n, <i^. ^yrty^—UZ) <DM$& 

im%.\** fftmrn. mm. nmmm. t/vrmm. mm&mm. ^mmm. 
*v>*rV i±nm. 7>^>a>^ie m^mm. ±fcmm. wmm. n 
jumm. y-mmmm. mmwmm. mmmm. mmm. mmmm. %Mmm 

w. ^D77-y. rmm. smm. ^^yjv^y—mm. mmmm. 
20 &*m. &M.mm. mm* wm . umm. mmmm. &&mm. &mm. 
&&mm. m&mm. %mmm. M-mmhL<\zmmmm. ^rcuz.n^m 
mvmmmm. &mmhv<tetf>mmu£'\ feb<^ne>ow^fi 

m. mm. ®,m. nmrm. ±m&n. mm. /wr*) . #«t, rmw. w. 
25 mm. wm. fttm. ±mm. wtm. mm. #«t> mm. &m. m. miws 
(w, *m. /m») > jfii«» 4m mm. wm. ^.rm. mm^. miim. 
mil. $m. mm. mmmm m. n&mmmm. 
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±ts r^KWtciipi— <?D7^ym@2^jj tutu ±ffl&ga3Rj## (@5^j# 

: 2, 4, 6, 8> 10, 12, 14, 16, 18, 2 0££:te2 2) T 
£U<ttft9 0%£U:» L<te*9 9 5%^±©ffl(iH4«:WrST5 

ys&fi2^jfc£*<#tfe>n*. jih-p r«3ttj tit. mm&ffiftmz&^x 

*iift7 7-f»>h ($f*t<«, ^E7;U:*UXAfc*^SIft77'f 

2.;m (Phe, Trp, Tyr) , mffiteT^Sffi. (Ala, Leu, He, Val) , Mtt 
15 (Gin, Asn) , Mm&7 5,/& (Lys, Arg, His) , BM47 5V1& 

(Glu, Asp) , 7kM&&m'?2>7S.;m (Ser, Thr) , «M0W>/M*^75/ 
m (Gly, Ala, Ser, Thr, Met) ^if©|s) i;^;i/-^lc^$n^7 ^ 7 H 

20 #W75ysiti©^J^iSM»T*'e^o, «*©:£i6KK:ie$fc 

$tltl^ (#J;U£, Bowie e>, Science, 247: 1306-1310 (1990) £#8fD o 

BLAST (National Center for Biotechnology Information Basic Local 
Alignment Search Tool) SkTO&ifr O8£MI=10 ; y 

25 f ; VhU#*=BLOSUM62 ; y^f 'J >^=0FF) \Z.X^Wt^> Z. hifiX^. 

s, r^jm^n<D^m^^M't^t^(om(D7)vzi^x^tvx\-t. m 

*J£, Karlin£>, Proc. Natl. Acad. Sci. USA, 90: 5873-5877 (1993)1:: 
tm.<DT)lz3*)X2± [^7;i^UXAteNBLAST:fecktf XBLAST 7°0^7A 
(version 2.0) lCiSfl*&$*lT^<5 (Altschul £, Nucleic Acids Res., 
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25 : 3389-3402 (1997)) ] , Needleman J- Mol. Biol., 48: 444-453 
(1970) \zmm<D7)l<3V XA m7)l>3V XAte GCG V 7 h-)i7/t^- 
zs*p(D GAP ^D^AKfi-W^ftTV**] . Myers 43 £tf Miller, CABIOS, 
4: 11-17 (1988)lCfem<Z>7;i/^UXA l&7)\s3 U XAtt CGC WMT^^ 
5 >^> hV7 h^x771y£-—:x£>— ALIGN Zfn^f^A (version 
2.0) l£3a<^&£*lT^5] , Pearson Proc. Natl. .Acad. Sci. USA, 
85: 2444-2448 (1988) \zmm<D7)lziV XA [^TJl/=f U XA« GCG V "7 h 
Vx.7ny>r— zS*<D FASTA ^a^7Atli^tnT^§] ^3£tf«=>n, 

rmn&nzmn<Dm&} tutu u-ty^- (<bL<wjjj> 

20 StJ <hte, ^ne^tt^ttJtWK (00 : ^S^ftlC, *fct«S#W^) 

mmT&zzt&vk-r. uzc^ot, u-t^- (u#>K) ^«-i4^-> 
?+)\,mn&mfcmtzz<Dftmmm> m •. m 0 . 5 2 fg) t&s ^ £ 

f£®.<Dmm.iz* m&<i>&(DijmzmcT'frfcoz\trfT*gz>tf. mz.\& '& 
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<isi-ioigg, $e>^»^L<«^c (i~5) m) ©7$/i^ 

5 to± ($?*L<«, i~3oim ifj-£i,<i$i~i ommm. 2*>\z 
$?£L<&3£ (i~5) m) <D7 $ ymtfmnistcT $ smm&L ®±tz& 
gg^ij#^^$n^T^ym@B^j^i *fc«2^ji ($f^b<«, i~3 
ommm. $?£b<«i~i o®gs, $^,^*b<^ a -5) <@) 

io wmm<Do% i ^^c«20j^± (»^b<«, i~3 ofs^m, #p£L<te 

1-10<®*§^ b<tei£ (1-5) M) 

XAtlTd 0i);U£, Nielsen £>, Int. Neural Syst., 8(5-6): 581-599 
(1997)lC|S«(DT;i/=f'JXA [^T;U3f'JXA«SignalP T'P^^A (WWW 
+r- A*- : http://www.cbs. dtu.dk/services/SignalP/±TfiJfflpIfg) \Zffi. 
#.&£nTV><5] , Emanuel sson J. Mol. Biol. 300: 1005-1016 (2000) 
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tCiei&OT^'JXA [^7;U=f'JXAteTargetP ^D^7A (WWW It— A 
— : http://www.cbs. dtu.dk/services/TargetP/±TfUffi"5I^) lCffi#.&2i 
, von Heijne, Nucl. Acids Res., 14: 4683 (1986) \Z%?M<DT 
JUi'JXA [gEyjl^UXAfciPSORT II Xd^A (WWW If- A- : 
5 http://psort.ims.u-tokyo.ac.jp/form2.htmliTfiJffipJtg) \Zffi.fr&£.tl 
TV>3] , SOSUI (Signal) j'utf'y K Beta Version (WWW+r— A- : 
http://sosui.proteome. bio. tuat. ac. jp/cgi- 

bin/sosui.cgi?/sosuisignal/sosuisignal_submi t.html JiTfUffinJ^) 1C&L 
10 ±ISPSORT II Xn^A£ffl^fc*§-&, ±fH^S2^J#^T^^tT^T5y 

© fith^ u# £ <t wj £ n^> ^-n <=> <z>§a§£§iM& £ b <fe — ^fe: 

WT^^X SST20-14(Long form), SH^J#-% : 4T^2*l&7^ / &@23fiJ 
20 ^f^V^X SST20-14 (Short form), g5^iJ#-^ : 6 -e^£*l£T ^ J 

^J^-r^^^X SST22-22(Long form), @2^J#-^ : 8T^£n&7^y& 
SS^JSrWr^^^X SST22-22 (Short form), : 10Tg$ni>7$ 

ymsB^j^w-r^^^x sst8-5, gE3Wt: i 2 -e^sn^r^ y^sa^j^r 

tt^T^X SST19-15(Long form), BS^J## : 1 4 T^tlST^ y 
25 ^mWTS^X SST19-15 (Short form), @H^J#-^ : 16T^n57Sy 
^S^JSrWTS^X SST13-11, @2^iJ#^: 1 8 tt$n57$ /^@2?>J£ 
ft5-7^7 SST9-8, @S^J#-^: 2 0TS$n§75 7 mgB*iJ£*rr3^£ 
7. SST21-3 *fc«Se^J#-^ : 2 2 T^$nS7i= /M^J£*rr&-7^X 
SST20-6, ^tiflfiOPiM^l^ttS^n^O^^: □ ^T&So 
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5 j£Mifi*l)Vtt$')V& (-COOH) , *M^>U-K-COO") , 7 
?H (-CONH 2 ) SfcteXXxJU (-COOR) ©We^oTfcefcK 
£ ^TlXfJUl^tf?) R £ LT«> X^Jk n-^D 

10 ;k a-t7f Mif©C 6 . 12 7'J-^ ; «»JAH "*>S>;k 

;U^<Jf<D7a:-;U-C 1 _ 2 T;U^>'I/S ; a-t7WWj:i:Oa-t7 

ti±IB b C »X7fM £j&*/8 V > £ n £ o 

tf7-i?;&t&£) njmmuumm mtu** 7±^ 
jvmu e cd c > _ 6 7 )v* ; <i )imt£ if© c , _ 6 7 z/jmtz E) x*&m £ nt 
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mam**?, rmnmzwinom&i <Dmmt*fzw<»s&nv>m 

*58M©»^y^H»4C*«l*«*;P#^5/;p* (-COOH) , 
fc^^U-h (-COO") , 75 H (-CONH 2 ) ^fcttXXfJl/ 
(-COOR) ©fatlT&oTfci:^. ^cTxx^JUt^tt&RiLTte, 
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aw*#*bn. ^ottatt^UTH flifliit u> 

b TSffl J&M^ WiB# £ * <&« Kl£ CTf^^El'L^ £ £ D MIS 
25 *»w©«aK i bb<«-e©«^^H*fc«^«)ifi (KT% r*58« 

tc^o T»srr * c t fe-c* 
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5 (DM. Bodanszky 33J;C£ M.A. Ondetti. ^^F-y>tyX (Peptide 
Synthesis), Interscience Publ ishers, New York (1966 ^) 
(DSchroeder &c£tf Luebke, +f • ^"7*^ F (The Peptide), Academic Press, 
New York (19€5 *£) 

<DJHM(i*(fi, ^^K^ritOSai *l*<«0 (1975 50 
10 ®*ate9i ^«tt«»IR«¥, Sfefls^SRKBlJS U £SK<Bft;#lv. 205, 
(1977 ^) 

®^a?&«E«, mmmshom^ mum. ^y^H^. j£jh«js 

PAMSM1, 4-kh , D + ^Wf^7iZJI/7th75H^7 1 
;MSMW, #'JT^UJPT5 H«H1, 4- (2' , 4* -^h+'>7x-;i/ 
-th*D*y/f;W 7iy+yiJii, 4- (2* , 4' -v^h+v^x 
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^^HitUTH DCC, N, N' -SM VZfU\^)UtUV^-i 5. K> 

jB^en&o cneia-sffittftfctt^tswiwj m^tf* hob' 

7kKD77>^:t'fiDX-fm T-kh-h'J;K tf*x h U 

m%(Dm^t^E^m^ibn^ 0 KJt-umit.mmmm^^^z^m^n 

^^tC«^S(DflftgiSrfT 5 H t. tZ < m&Rlfo&to V jgf Z. £ \Z& Q 
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5 i^o75ys©«iiii,TH mz-ft* z, boc, ^-s^y-* 
>^;u^=^>#;i/#x;k ci-z> Br-z, 7^>^;p***>*;p# 

jk :/ptf;k y^;k >^'J-^;k ~>^p^>^;k s^p^ 
#&^&L<fc^K7;Wkxxx;wt:) > 77;^^xxfM (#j;tk£, 

tyil^x^rJHt ^>yJl/t^y*M-^kF7yh'IL *—>*y- 

25 ^P^XO^xy-^ttTKBtatCDftftStbTtt, Bz 1, CI 

2 -Bz K 2-;hD^>y;k Br-Z, ^-yf 'J-T'fMM 

tX^> ? >CD-r 5^^/-;KD^mS<hUT«, flIAfcf, Tos, 4-*h 
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z/*9-)l. Bum, Boc, Tr t, F.moc)5:£^l'^^. 

io /t^i^/-;k z?*?-)VX)V7s( b\ l, 4-:/*>>^*--;k i, 2 

- x ^ > v? 1 *-- Jl/te £ © J: o & * ? * >ffi&M<Dm\irf&%}~C $>2>o £ fc , 

jvmten-yx- y -)vmm\z& K>ffi3ktstis mj^H77 ><ek > 

20 — ;k 2, 4, 5-hU^007xy-;K 2, 4-^-hD7i;-Jk 

->7/^f;i'7>i^-jk /\°^- hay^y— ;k honb, N-tHo^ 

->7;^v^h\ N-fc HD^->7^M ^ h\ HOBO dKDXX^;W & 

25 ^SiR (^T^K) <Z>7^ Kft:£#£SU073^&£LTte, 0»JAfcf> £-f, 
T5yS#JiC^^H^^mM^mfi*T*M«b7c^ i^7f HI©N* 
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10 

^ tf^iff ^> - £ \z «t o t fcis^rr § c: £^t-# ^>o 

§g5g-r>5 ^Bjo^aKSfc«^<Dgl5^y^H«:=i-Ht- 
NA/RNA^^7TfeoTt)iK £ L < HD N Arf^tf <=>*l<5o 
20 -*HIDNA, Zl^SiRNA^fc^DNA : RNAO/Wy>J y Y 

^BJcD^SK^fe^^^^H^ri-K-r^DNA^LT^, m 

%mvo tK t^>?, -r:*, * 

25 3. ^EJl^EyK T^X, "^iT-^, AAX*-&<?f) O^rVADN 

a, ^mi&^io^^^-s^jja rai&fck ubsa^ i&sbj^ nmmm. trv 
m&mm. ±j&mm.. ttimm. ft&mm. w-mmmm. mm&mm. mmm 
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m*. mmrnm. ^nmm. n^mm. m^nm. %mmm. stm 
m*>i<<\$r°mmm. ztzte^nzmmoyttrnm®.. mmmhL<\t^>m 

mm. /hfla) > #st rmw. m. mm. wm. ma* m 
m. #§s> ©jw. i*» mitm m. ±m. *») > ifo^ '&imu w*. 
iwt mmtssi. m±m. m%. Kt>* 

10 £-f£D N A ft £&mtf Ztl&o *^©fieK*fc«-€-©SB^^K&n 

y / AD N AB^i:^R N A t < toR N AH^5 Wn^it L 
xm^. Polymerase Chain Reaction TpCR&J <hE&S$frf & 

JctfReverse Transcriptase-PCR (WLT. TRT-PCR^J £[l»T3) 

HT^^VADNA*3j;7jCc DNAil ±fELfc*0J3& • 
0 Mfi b fey / A D N A#> £ R N A t> V < tern R N A <D$rJt £5S 
Mifc'^^-'PKlJ? AbTiS^n§y;ADNA7^^7'J-^c D 

20 ^diPCRftftt'Cckt), *-n-£n*D-->£^* 7 

Hf§DNA (^T, rSst20-14(Long form)j tmttZ^ I 
@B^iJ#^ : 3Tasn*&aSK*J£^TSDNA£fctt«&Sfi*J£A<< 
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t5iei^3-Ht5DNA (UTF> rsst20-14(Short form)j £B§f2 

mzmn^m^^r^m&n^^-vr^DNA oktf. rsst22- 

22(Long form)j £B§ge-f£ ; SB^iJ## : 7T^£n£&gg2 
(OT, rsst22-22(Short form)j £.mVT2>m'£ffi$>Z>) ; I2^J#^t : 9 
15 ^ri-Hf-SDNA (JKAT, rsst8-5j tmtt ;S2^J# 
§iei$3-HtSDNA rSstl9-15(Long form)j £.$&Wt%> 

^zmnom^m-t^mBm^^-bt^DNA cot. rsstis- 

15(Short form)j tmtt&M&rf&Z) ; @B?iJ#^ : 1 5TS£*15&S 
25 gB^J^Wr-SDNA^^ttKSSE^JtA-r^ MJ>5>x>hft*#TT? 

NA (J^T, rsstl3-llj tUSIBTS*^*^) ;SB^iJ#^: 17T*^ 
nsmSBE^J«:^W-r^DNA^fett^SB2^J^A-rx h U >vx> h& 
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Hf^DNA (£TF, TSst9-8j £H§fE-r£*§'&#&*) ; @E?U#*t : 19 
^□-h'tSDNA (J^T> TSst21-3j tW&$£-?2>m&tf&%>) SfcttfiE 

wtsfa»&3-Ht-5DNA cot, rsst2o-6j tistB-r 

3) 3WW6tl*. 

±fE&gE?iJ#^ (SB^J#^- : 1 , 3 5 , 7 , 9, 11, 13, 15, 1 
15 W^U^XTtSDNAiUTH y$««aE*J£*&5 0 %J^±, Sf 
8 0 %£U, b < 9 0 %^±<Offl[^H4^Wr^^Sia^J2:^W 

*0^«t43^^>^ssB^j^ffl^«> mmm>c&7)vzivx& ncbi 

20 BLAST (National Center for Biotechnology Information Basic Local 
Alignment Search Tool) £fflV>> UTO&ft- (MWm=lQ ; 

UTH ±Ebfc7 ^ / M59©ffiWtt»Hlt7;W^U XA*^^IIC«F* b < 

25 

0!l*J£, ^lx^i^— • (Molecular Cloning) %2 US (J. 

Sambrook et ah, Cold Spring Harbor Lab. Press, 1989) \ZMW.V>?3&T& 
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> h fcfcfrlcfto Tfrft 5 ^ £jonr# 3., 

5 9-»4 0mM, Sf * U < IJfi 1 9 -ft 2 0 mMTf, M^5 0~I57 
0t, 0F3;><tt&6 0~ft6 5t:©&#«*#tf'bn£. ^ h U ^ 

— ^tSS, ^n-T'OS^, S^^-yfOt, A^U^i?— ~>3 

*fgBJ(D^6St£3--KT£DNA«, £?£b<te, S2^IJ#^: ltl^ 
n^^SB^J^W-T^, SST20-14(Long form)3IBK£:3 — K"f£>D 

NA, @2^J#^: 3-e^$n^^»@e?>J«rWT^, SST20-14 (Short 

15 form)MeSt£3- HT5DNA, SB^J#-^ : 5 T^n&J&Sia^JSrW-r 
£k ^^XSST22-22(Long fori)M«&3- HrSDNA, @2^«J#^ : 7 
T^n&iMK^JSrW-T^ SST22-22 (Short form)M6SI£:3— F 

T5DNA, 9T££n*&£BB?U£Wr«K ^X SST8-5 If 

— HT-5DNA, SH^J#-^ : 1 1 T^2n£&S@2?U£W-r£K ^ 

20 ^XSST19-15(Long form)3l6K£:3 — Hf^DNA, IS^J#^ : 13tl 
^n^^SBS^J^W-T^^ T^X SST19-15 (Short form):!! — 
DNA, @B^J#^: 15T^tl5lSiB^J^^, -?^X SST13-11 If 
91^3- HT5DNA, IB^J#^-: 1 7 T^£n£>mgB5?U£*rr5> 
•^X SST9-8 lf£3K£:3 — h'T?»DNA, SE?>J#^ : 19Ti^n5lIie 

25 m^mrZ. SST21-3^GSt£:n-r ; -r3DN A, ££tegB3W^: 

2 lT^£n-5i£g@E?iJ£*rr£K T^XSST20-6SSJt£=l-F-r<5DN 

Escherichia coli ToplO/pCR4-TOPO(SST20-141ong form), (2) Escherichia 
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coli Topl0/pCR4-T0P0(SST20-14short form), (3) Escherichia coli 
Topi 0/pCR4-TOPO(SST22-22 long form), (4) Escherichia coli ToplO/pCR4- 
T0P0(SST22-22short form), (5) Escherichia coli Topl0/pCR4-T0P0(SST8- 
5), (6) Escherichia coli Topl0/pCR4-T0P0(SST19-151ong form), (7) 

5 Escherichia coli Topl0/pCR4-TOP0(SST19-15short form), (8) 

Escherichia coli Topi 0/pCR4-TOPO(SSTl 3-11) , (9) Escherichia coli 
ToplO/pENTR/D-TOPO(SST9-8), (10) Escherichia coli ToplO/pCR4- 
TOPO (SST21-3)43<tt^(ll) Escherichia coli ToplO/pCR4-TOPO(SST20-6)] 
te, ^ttl^n FERM BP-8406, FERM BP-8407, FERM BP-8408, FERM BP-8409, 

10 FERM BP-8402, FERM BP-8404, FERM BP-8405, FERM BP-8403, FERM BP-8411, 
FERM BP-8413 43J:^FERM BP-8412 ©gfe#^£tt£*l, (1) ~ (8) ICP^T 
[«1 5 (2 00 3) f6^20H#T, (9)~(11) \Z*D^T teTO 1 5 

(2003) ¥6^24 0ttT&3iffi&*£A m&&ffi1&&fflffii 
#|iS?f£-fc>*- (T305-8566 ^ttcJ^O < fcfrfr M 1 - 1 - 1 *ifeSI6)fc: 

15 ^Fft£ftT^£o 

^>m«ffi^»t l^T-> WI/'>-^X>X h7»y ^ (SST) mtfi 

^Ig^Tiim'ft^W-r^^S&M^TS^j* (Klein 6, Proc. Natl. Acad. 
Sci. USA, 93: 7108-7113, 1996) , -> ^^t^tHSES C D 2 5 tfEHCit^ 
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m • mM&n&?— Ft s c d n aswt 5 ^ □ - >*iRt s^s 

(Tashiro Science, 261 : 600-603, 1993) , Ba/F3tt^IL- 

5 &2M:f£m$LW)yom¥£m'<??-&B a/F 3ttl:iAb> IL-3## 
£ETTit*fi'l4£W-r ^M^jl^-r^^ (Koj ima :& Ki tamura, 
Nature Biotech., 17: 487-490, 1999; Tsuruga Biochem. Biophys. Res. 
Commun., 272: 293-297, 2000) mrf^fz>nz><, 
MR £ mtmtefr WADNA (3* A £ tlTc c D N A #dr* y A \Z®.&& 

10 ^fcteT^*^ HDNAt)t<tt^^XDNA (3IA2 

tlTic DNA^yVAtClI^^nTV^cCV^^) £#lffiU ^fflbfc^ 

&mm £ LT P C RfeZft o Z. h £«fc K> ftWh V < ttJilSS©- 
15 Ft5cDNA*f»U □-->^^ ^-^tCi*-^ U-ZL > 

J:5lCbTI^£n. S5^J^^n^:±fBcDNA<7)g|5^SiB^JSrWT§ 

»0[)iiMmRN A^i^t^ 5 ' -43<fctf3' -RACEM&SrfT 

25 iS©cDNA$#§m &£V>teIE^J&^£nfc±fEcDNA<7>-^& 
^^tt^^tfDNA^^D-^tLTl^, v-iZfyV—frtt&n 
-f^Uy-f-lf->3 >lCcfc5X^ 'J-->^froT^tScDNA$#§ 
;#&4E;0H)Stf&n<5dS. iinb)fC^$n^:Vi. RACE^C^^, T 
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fcfc0^wtt<ii^ni#5. 5' -racek&^t, mm^mm<D 

rL^— • ^D— (Molecular Cloning) ^2JK (J. Sambrook et al., 
Cold Spring Harbor Lab. Press, 1989) ^l5ft©^i*^ilC^-pTff ^"5 

10 —>3>te> ^#©^ffliftBJ#^iaf!c©^}4f3^oTfT^^^<h^-r#§, 
H -5 L/T#^ nfcfg£g c D N A (D^SSS J>J«. ^@2^J £ Rlflltc g 

SH^iJ#-^ : lTI$tl5llffi?iJ^t^, SST20-14(Long form) 

15 IfilO^S^^ - KtSDNA (mSst20-14(Long form)) , *5cfct^SS^J 
3T^^n^mSia^J^Wr^> y"?;*SST20-14(Short fornDSBSt 
©^I^3-Ht5DNA (mSst20-14(Short form)) te, Wttf. MM 

S ST&Srffl^Tfl^tt, *fl§M Escherichia coli ToplO/pENTR/D-TOPO 
20 (20-l4)W\Ztr u--->tft£ntc.mm (mSst20-14(partial)) (DMMMm 

<65?"J##: 2 3) ^StC^thb^^^-T^-i, 7 979-7^^ ^-h 
Wfc5" -*5<kCJ?3* -RACES^iaOi^^tm^ 

5X^m:^n^mmmm^mt^. -7tfXSST22-22(Long form) 
^SK^tc^S^ — HT^DNA (mSst22-22 (Long form)) , *3it)^SH^J 
25 7-cmZn&1&mmm*m^-Z>. -?^7.SST22-22(Short form)MSM 

CD^S$3-KT5DNA (mSst22-22 (Short form)) MM 

S STj*£l8^T»S>:n> *Il§@ Escherichia coli ToplO/pENTR/D-TOPO 
(22-22)»lC^P-^>^^nfc^ (mSst22-22 (partial)) (DJfiSSB^J 
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F"f -SDN A (mSst8-5) #J;U;£> iiSflg^ft^^nfeT^X 
5 &&fii&5W$itf33£<D c DNA7< U ±§ES S Ti££JB^T#£> 

n, ^cilM Escherichia coli ToplO/pENTR/D-TOPO (8-5)#UC^ D-~>^ 
^tlfc^ (mSst8-5(partial)) C^^SIE^J (@2^J#-^ : 2 5) feaSfctStt 
LfcZf^^-r—t. 7 y-f? -y?^ t&mWc 5 ' -4o£tf3' -R 
A C E Rjfcfc <fc 0 d <h^T?# 5„ 
10 SB?iJ#^: 1 lTS^n^l^SSa^J^WT'S, -TVX SST 19- 15 (Long 
form)^eScD^^:S5rn— Ht^DNA (mSstl9-15 (Long form)) , 
tfI2?iJ#-^: 13Tg$n5)|lE^^t§, T^X SST19-15(Short 
fornO^efttf^HrS^ri- KT3DNA (mSst 19-1 5 (Short form)) it, M 

15 j^b, -LIBS ST?££/B^T#£>n> *J31M Escherichia coli 

ToplO/pENTR/D-TOPO (19-15)^tC^ p — - >£fSnfc«BS (mSstl9- 
15(partiaD) <Z)J£Xge?iJ (IH^J#^ : 2 6) €;*fcKlrUfc^-f 
7^^-77^-7- «h&fflV^5' -*5<£tf3' -RACESJ^(Cj:Ot# 

20 BB#I#^: 1 5T?^$n*<fi»iB^J*Wr*, V^SSTlS-ll^BSt© 
^ifi$3-HT§DNA (mSstl3-ll) te> 01J*J£, i^Jit^ft^^tlfc 
V^7X&-feJ3§l»mm*^<DcDNA^-ry^U-^^> ±f3S ST*££fflV> 
TH^n, *I1§M Escherichia coli ToplO/pENTR/D-TOPO (13-ll)t*ld^ O 
-^>^$n^:^ (mSstl3-ll (partial)) (DM^M (S2^J#^ : 2 7) 

25 £gKt£§rLfc^-J"?-£, TP??--??^ ^-t^m^ft 5 ' 
#3* -RACE£/&l;:<fc9#5;i<i:#n?#5. 

g3^iJ#^: 17T^$nsi|liB^^ft§, SST9-8 ge«<£>5£ 

tM3-Kt5DNA (mSst9-8) tt, ^JA^, ffiflBJffift&flrSftfcTtf 
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btl, j^mm Escherichia coli ToplO/pENTR/D-TOPO (9-8)^{I^ a — - > 
^£tl£:1£$? 0nSst9-8(partial)) <D«@5^iJ (S5?iJ#^ : 2 8) SrSt'lS 

R A C E JR^CJ: D #-5 d 3. 
5 S2^J#^: 1 9T^£n3i&giE?U£*rr3, SST21-3 161®^ 

ifiS3-l«t5DNA (mSst21-3) te, 0iJ*J£, 

*J1§M Escherichia coli ToplO/pENTR/D-TOPO (2\-3)WiZ^ U — - > 
£fSnfc«i£ (mSst21-3(partial)) tf)&SIS?iJ (K?U#*§- : 2 9) 
10 ISfhb^y^-r^-i, 7^-^7«-t*ffl^fc5' -*3<fctf3' 

SH^iJ#^: 2 lT*$n-5Jft«E5«S:W-r«, SST20-6 I6S^ 

tM^-h'nDNA GnSst20-6) te, MffiSfi'BiftftiZtllt'V'y 

15 e>n, *fl§M Escherichia coli ToplO/pENTR/D-TOPO (20-6)%lC;7 O — - > 
^SnfcSK (mSst 20-6 (partial)) CD^LXE^J <BB*IJ#^ : 3 0) &mz 

_Lf2<E> Escherichia coli ToplO/pENTR/D-TOPO (20-14)%, Escherichia 
20 coli ToplO/pENTR/D-TOPO (22-22)%, Escherichia coli ToplO/pENTR/D- 
TOPO (8-5)%, Escherichia coli ToplO/pENTR/D-TOPO (19-15)%, 
Escherichia coli ToplO/pENTR/D-TOPO (13-11)%, Escherichia coli 
ToplO/pENTR/D-TOPO (9-8)%, Escherichia coli ToplO/pENTR/D-TOPO (21- 
3)%:feJ;tf Escherichia coli ToplO/pENTR/D-TOPO (20-6)%«, ^ft^tl 
25 FERM BP-8104, FERM BP-8109, FERM BP-8110, FERM BP-8108, FERM BP-8107, 
FERM BP-8105, FERM BP-8102 *5<fc^FERM BP-8106 £>gffc#^t£tt£*l, ¥ 

/&i4 (2002) ^7^h ati-zwstfi&mx mm&mm&mizm 

#fF£$^m-fe>*— (x 305-8566 ttWM 1-1-1 

6) \zmtt^nx^^>o 
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^ : 2, 4, 6, 8, 10, 12, 14, 16, 18, 2 0HLtz.\t2 2) T 

nz> r b. j mse^jco— t ra — 1> u < w \z m-o 7 s y mmm & 
(1) ±u&mmm^T*mznzMm&m<Di&ftmmmF\i£tc 

(2) ±|B^gS^J#^T^^n^>m»@H^J^W-r^DNA<hA^Xh'J> 
i/x > h &&fTFT7W 7 U *W X-T S^SB2^JS:W b, hGI2 Lfc#f89!© 

±|2#i5^J##T^$n-5^SE?iJS:Wr^DNAtA-rx HJ >vx> 
|, ^#Tt/N-r ^ 'J ^ f 5 D N A i L/TH 0iJ3.te£, ^SSE^Ji 

15 t>$?£b<ra*$9 0%^±©^-14*Wrsm«BayiJ^WTSDNA^<>: 
j&^tf&n*. /WXh U >v>x> h&*fri:LTtt±flBi:RI«l©*fr*«l|i 

NA<Z)&g@E?Ute:, ^ftKD^y K Mutan™-super Express Km 

20 mm («0 ) , Mutan™-K (^i@jg Oft) ) 3££JB^T, 0DA-LA PCR ft, 

Gapped duplex ft, Kunkel &mo&fctem<Dfi&&2>W~Z J tn*>lzmVZ>Jj 

25 NAf«©5' *«Mfc»lRHi&3F>£bT©ATG&WU £fc3' * 
«ffla^tt»aR»lt3 F>tl/T©TAA, TGA*fettTAGS:fLT^T 
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0»J*J^ ^MfiM*^— Ht5DNA*^gW<!:t5DNABrM- 

fgS^^^-ttT(t ^»I4*0^7^5H (09, PBR3 2 2, p 
BR325, pUC12, pUC13) ; tfifl^O^Xi H (#J, P 
UB110, PTP5, pC194) ;8«i*^5H (#K pSHl 
10 9, PSH15) («|:pFast-Bac) ; 

fb^ffllfefgSiy^XS H (#J : PA1 - 1 1, PXTL pRc/CMV, 
pRc/RSV, pcDNAI/Neo) ;n7-^tWf"Jt7 

. /^ :L nV'()]/Xfc£<Dm&V'()W<9*- W : BmNPV, 
AcNPV) ; 7^y-7^^^, Tt/ £K 

— ^ — t & n v -5 ^ © t £ v > o 

m&>mmmm'c$>%>m&* sRayat-^- sv4o:/p 

cE-^—, L TR^P^-^-v CMV (1M h*#0^7f ^P^- 
20 ^— , , RSV (^^m^-OUT.) yP^-^- MoMuLV (^P 
--T^Xaili^^^) LTR, HSV-TK Wtt'vn^Xtf-'f 
^^i?yz*rj — -tf) ^Dt-^-^^ffll^nS, fr^Tfe, CMV^P 
SRa^D€-^-ftWSbK 
fi±*»I'>i'J k7JHMT*§^, trp^D^-, lac^P^E 
25 recA^D^- AP^Pt-^- lpp/Pt-^- 

SPOl^P^- SP02^PE 
p e nP:/P^-^-&<!fjW£L^o 
?g£^Bf#T&3«^> PHOS^P^- PGK^Ot-^- G 
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(£TF, S V 4 0 o r i tm%F?Z>m&rf$>Z>) &££^WbT^3fc<D 

Wmmfc? (J^T, dhf rWT5i^§, *Vbl^-fe-h (M 
TX) ffim) , y>tf>-U >W14j1^ (£TF, amp r Wt5«^ 

io ' , ^^-7-rs/>»ttit^ cktf. ne o r tmmt 

G4 1 ^#tf£*l&o dh f rSfc^tl^Wx-XA 

15 ('>yt^H» ^BJ(DMeK*fc«^-(7)g|5^^F<l:=l-F-r 

^-;HH^ Omp A • v^^B33nj&£^ ; Hi^A'^XIIt^^i^, 
20 #BI«T<& MF a • v^;USB^"J, SUC2 • 

25 ma, ®®nm&Ei)m^*>nz>o 

X>x<J t7JHMtbT«, ^»JA^, lyx'JkTo'J (Escherichia 
coli) K 1 2 • DH 1 (^Dy-y>^X- • If • ^">3^;P- 
^— • if-f • t-f x>y-f X - • If • rL— x^X— (Proc. Natl. Acad. 
Sci. USA) , 6 0#, 1 6 0(1 9 6 8)3 , IyxU k7 • 3'J JM1 0 3 
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V-1 y$ • 7->7X* Uit— ? (Nucleic Acids Research) , 9#, 
3 0 9 (1 9 8 1)) , I->xUt7 OUJA221 C^^-^W • ' 
=tV^-^y — AVtPv- (Journal of Molecular Biology) , 12 0#, 
5 1 7 (1 9 7 8)) , Ivi'J h7 • 1 0 1 Cv-^-^ • ^ * 

5 tKa^-'A'-ftDy- 4 1#, 4 5 9(1 9 6 9)) , lyx'Jk 
7OUC6 0 0 (yi^7^ (Genetics) , 3 9i, 44 0(1 9 

5 4)) fc£jWH^Sft«. 

/WI/XJUH^LTte, m%-& K9)V7> "VfZ'fr* (Bacillus 
subtilis) M I 1 1 4 [>>->, 2 4#, 2 5 5 (1 9 8 3)), /\'f)^ • 
10 ^^2 0 7- 2 1 Cv^-^W- Mt^Xh'J- 

(Journal of Biochemistry) , 9 5#, 8 7 (1 9 8 4)) teZifimKZtl 

iStbtll m?L\£> U-y*n7<W • -feUtfv'X (Saccharomyces 
cerevisiae) AH22, AH 2 2R", NA87-11A, DKD-5D, 
15 2 0B-12, S/v/lfy^OT^r-feX • 2i?> y, < (Schizosaccharomyces 
pombe) NCYC1913, NCYC2 0 3 6, tf*7-A°XhUX 
(Pichia pastoris) KM 7 lfe^fflt^tlS. 

m$mm£LT\$, mx.& ^^acnpv©^ &»<£>#j& 

&3fctfcfb;ifflfl£ (Spodoptera frugiperda cell ; S f *») , Trichoplusia 
20 ni ©>Plfi*©MG 1 JfcfflJfe. Trichoplusia ni <D£F&5fe<D High Five™fcBflS, 
Mamestra brass icae i^MIS, Estigmena acrea &&<DMWzZftffi^ 

(Bombyx mori N fflfo; BmN*ffl8£) ft^ffl^&tlS. f$fflfl£<hbT 
tt, #JAfc£, S f 9>&fflll& (ATCC CRL1711) , S f 2 1WU& (£A±> Vaughn," 
25 J.L. -f>"?W# (In Vivo) , 13, 213-217,(1977)) fc£#fflV>&tt*. 

-f- (Nature) , 3 1 5#, 5 9 2 (1 9 8 5)) . 
WlMMMtlsTlZ. MZ-tt* D-;KOS-7tt, +r;l/V e r o£fe 9 
XAAy^HHBlSCHO (£CF* CHOTOiBSIB) , dhf rit 
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fc?rM7f(=--X/\2»X?~-fflfaCHO (£TF> CHO (dhf r") 
5 -So 

)l • 7#^5- • • t-fX^-fX • ' If • (Proc. 

Natl. Acad. Sci. USA) , 6 9t, 2 1 1 0 (1 9 7 2) +5?—> (Gene) , 
1 7#, 1 0 7 (1 9 8 2) te£tZfflk<D%mzft-oTmRm&rZ>Z£.ifi 

io t£*>. 

4 y (Molecular & General Genetics) , 1 6 8t, 111 (197 

mm$, #)Ate£> *VyX"f>-X>-»f<'r : EnS?— (Methods in 
15 Enzymology) , 19 4i, 1 8 2 - 1 8 7 (1 9 9 1) , ^Dy-y^ 

•tf.X— XXX- (Proc. Natl. Acad. Sci. USA) , 7 5#, 1 9 2 9 (1 
9 7 8) ^^taB^^^fefclKoT^WESITSIlt* 4 *!?**. 

20 (Bio/Technology) ,6#, 47-55 (1988) fc&Z&ft<Dfimzft 

63-267 (199 5) (^jHttfgfr) * tf^ □ D 5?— (Virology) , 5 
2#, 4 5 6 (1 9 7 3) fc|B*©#ftfcttoTJ*JMEJ*r* £ 

25 «£©«8Ha6U, ^o^snfotilts £ 



WO 2004/007711 




'CT/JP2003/008690 



38 



mm. mmmm, u*-, ^xh>. #-tw>, £ix*x, 

^n^n^tf^n^o i&Jtiucte, isi*^, t*^^>^, 

0iJAfc£, ^MI/D-X, y^£^tfM91g«! (Miller) , 

10 — - • X^X^U • -f > • ^El^o.^— • ^i^f-f y^X 

(Journal of Experiments in Molecular Genetics) , 4 3 1-4 3 3, 
Cold Spring Harbor Laboratory, New York 1 9 7 2] rtW^lA^ 

t-^ - ^ Mi < l^t^fcfeil, 3/3 — f > K 'J ;u 

15 iidtlyi'J t7Ilt^5igfeiM*H il«jl5~£j4 

3tt, J^J3~^2 4l^r B 1tT^^n^)o ^iCiO, ii^it^<£rfToTfe 

^30V^;P7,^T$>^)^Mfem#©ig*^ il«)3 0~£}4 OtT, 

—?t£—)V#— (Burkholder) M'l^M CBostian, K. L. *b, ZfOi^-^> 

+P • ;i-XXX- (Proc. Natl. Acad. Sci. USA) , 77 #, 4505 (1 
9 8 0) ) ^0. 5%#-tf^/^£^WT&SDi£*ft [Bitter, G.A. e>, X" 
25 D5>-v>^X • ^"^ • If * -Tisaj-JV • 7Ar5- • • ^X>M 
X • • If * XXX— (Proc. Natl. Acad. Sci. USA) , 8 1t, 5 
3 3 0 (1 9 8 4) ) UZrfmfZnZo mi&<Dv>Hte. #£L<te£j5~ 
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teU &l?Ll£ Grace's Insect Medium [Grace, T. C. C. , (Nature) , 

1 9 5#, 7 8 8 (1 9 6 2)) 1 0 %V viftttf ^©^iJD^I^ 

5 6. Itl5 2 7'CT' > *U3~^)5 BF^tT^n-So &S 

i;Ta&*J*#£fTO T fe cfc 

^]5~^2 O^^O^S^vifiimSr^*^^^ (MEM) (-tMX>X 
(Science) , 12 2f, 5 0 1 (1 9 5 2) ) , ^Ky^iS:^-^ 
10 (DMEM) (^DDy- (Virology) , 8#, 3 9 6 (1 9 5 

9) ) , RPMI 1 6 4 0igifc ±)V • • tP • y^U^7> • ^ 

x-f^J^' 7V'>X—>3> (The Journal of the American Medical 
Association) , 1 9 9#, 519 (196 7)], 19 9ig*tS Vfuis- 

z?>tf • • if- yt'fxf'f • • if • WJruittDV • ^"f<< x 

15 > (Proceeding of the Society for the Biological Medicine) , 7 3#, 
1 (1 9 5 0) ) &£#JHV>&ftS. i&ift©pHfck b < 6 8 
«flttt, ®^3 OTC-HSH OtT, #91 5-&J6 0 WpMff tttotl 

20 (^^H) £Mig-eba63££/onr#3. 

fc£©«aKXttaK\ h U h>X - 1 0 0 TM &£©^®«te#J£^W 
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fS«43fB»^i:CJ:D«lliaBtlil5)'*l»«"r*) ftfO^fflt^ns. 
**9i©«eK (^y^H) (WIS) ^K:»»$ns«'&»ctt» 

^ w*€-nfc*P i; s^fefc <fc o t, - 1 & 
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0»^fH*3-Ht5DNAl:#«t*RNA€*IS!tUT, 

©laSSfctt^^WH^n-KtSDNA^itLT^t 

r*^BJ(DSeM (IP-fe, IE?iJ#-5t2, 4. 6, 8, 10, 12, 14, 
16, 18, 2 0£fcte2 2"C^$n§T^yS^3^Ji:lRl— &U<«^ffW 

-Xfcbfc, fe^Vi«^$nfc^BJO®eKS:3- HTSSEBfe^MfcE 
NAii/W^U^X-r^^.h^T^, mRNA©^ (Mr»^) 
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-FfstMRos' ^7tf>;i/-y> 5' Utf-h, 

5* *ffl#»ftfft& #'J^y^H»KMi&=i K>, Se»3-H««, OR 
10 3' ^Ttf>;P-^^W^<i:bTM^b-5^>^, *fgi|JJ<&gBJt£3 

25 H^Wr*) fc£##tfSn*. ^-n^te, 2*iDNA, 1WNA, 
2*IRNA. 1*«RNA, $^ICDNA : RNA/W^U 7 



WO 2004/007711 




CT/JP2003/008690 



43 



5 -hfc<!f) Srif^'b©, #J;U£SSSI (?^U7-^ ja^U-T— bf • > 

io jus: if) s^rrsfctfx yiww^j^ftst)©. ^$nfc^$r 
* ? HttSfc«SB^«Eiii?$tiTViT«k < , mx\z. i <h£*±<&*b& 

20 T>^-fe>7.^tm«, RNA, DNA, ^^V^i^lfp^nfc^ (RN A> 
DNA) Tfc*. ^»Snfc«»O*fr0!li:LTtt«ll©aE»ttl3lft^^- 

&v*:mte*>(D\z-r2>. ^vxbism&tf&ztez? >^-k>xm&(Dm& 

0»J*.fcf J. Kawakami et al., Pharm Tech Japan, Vol. 8, pp.247, 1992; 
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Vol. 8, pp.395, 1992; S. T. Crooke et al. ed. , Antisense Research 
and Applications, CRC Press, 1993 f2Liz\Zffl7Fjfi&Z>o 

15 fe\ RNa s e?&£©^^U7-iftcJ:^0*PJlJh-rs 

M**ett^©auHE h**** - <& u =f d n a *> ram t«K«wf»tt & w 

25 t5C^6^l:aoTH50T?, #iB««TttE3aj#JIWfc«l&«»rJ£ 
i££Wt-£^DDNA£t>^t-£M&£LT^5fc©£T5o U^lf-f 
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•d ^t>^xm i o mmmm) &mRNA<Dmm<DW%r&®LtmffiW£&p\ 

5 i^St-^^<t^Vj:^i:V^^e>75:^fiJ^^W-r^o SS169 mRNA^Itt 

<htcj:0, ^^JSH^J^r— *fHC-r^^ t^T^^ [Proc. Natl. Acad. Sci. 
USA, 98(10): 5572-5577 (2001)] „ ££>lCl, U#+rWA£, -^n^n— H 
10 f 5 D N A ^ ttf^^ ^-©f itf g?Ii©iJS 

-f :/U y KUtf+rW I±h~?Z>ZthT : £Z> [Nucleic Acids Res., 29(13): 
2780-2788 (2001)] » 
#fgHJ<E>®aSt£:=i — Ht^mRNAtjK^ifeflft©^- 
15 ^(DgB^gB^J (^fe^gl#J©«^«-r>hP>^^^) KtH 

2js:$g3- Urn'RNA (s i RNA) *^©7 >^-fe>X^m^^ 

RNA^^nS, l*l$^RNAf# (RNA i ) £D?k£n<5Sil«, 

20 fflMXh&Z.2>Z£fim%S--£tirzZ.£frt> [Nature, 411 (6836): 494-498 
(2001)] , U^if-r A^tSItLTaS^tlTV^o 

*^BJCDT>^ir >X^U FRtfU Ate, #?PJ§<Z>^ 

fill £3— FT<5 c DNASS^Jfc l>< te^/ ADN Al2^J1t^C^V>Tm 
RNAfet< «^^^^<Z)^ W^*^ b > rtf ISO DNA/RNAl 

25 ®&!&m (T^K-AW^rAXa, ^ y # ^ >*LS» *ffl^T, 
^nicffi*«Ja:E5iJ*^1"5 u t »:<k D W8t5 C i:AtT?#*. RNA i 
SttSttSs i RNAH -fe>^^3SL^y>^-fe>xm^DNA/RNA 

9o-»9 5tTffii ftmm&vkZitrc&, m3o^m? ox:xmi-ms 
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15 T££o 

-7>=P, -Y*, h, T^X, 7>;K hry*?, t^»f^n§^ 
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SS169 M£ifiJi!Lmt*Kfc-Zl£tz.'&. tt#fc3g-&UfcS»ffll©ett*aiJti- 
~-£^)m$"< C^-f^* — (Nature), 2 5 6t>4 9 5l (1 

97 5^) ] iz'&^mm-T&zttfT^&o m&femmhVTte. mz.it. 
5 ^iji^i/>^U3-jv (peg) 4>ir>^^;px&£##tf <=>n&^\ 

0£lXtePEG#W>b>n&. 
#MMBJI&£bTfcL flIAtf, NS-L P3U1, SP2/0^i 

mnm) iktmmmtmii<D»^v^itmkti : 1-20 : imm-c&o* 

10 PEG ($f^b<«, PEG 1 0 0 0-PEG6 0 0 0) *>U0~80%*§ 

mommxmuzn. ^2o~4o < c, w^L<mu3 o~3 7t:T^i~ 

TftUo Z. Z>&. MttHAT (k^^lJ->5 1 >, 7$/yr'J>. 

mm&m^ThBk^o m*.\£, i~2o%, ^t<«io~2o%©^ 

JEifiLfilSr^iyRPM I 1 6 4 0igifc, 1 ~ 1 0 ^^ll&^lfilfif £^tf G I 
Tigifc (fPftM^Itit (#0 ) *fctt/W^U K— T*§lffl«lJfilfll*«S (S 
FM- 10 1, BKWm (#0 ) ^t'^fflt^C<!:^ft5. iS^ia&fct, 
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iI3?2 0-4 0*0, £?£b<te&)3 7X:T*$>Z>o SI3?5B~3 

mm. »*Kttijiiw~2jaraT*2). >iS5%M^#xTi?fT 

5 (b) ty^Dt-^tt#OH« 

m^ttJRS* (#J* DEAE) fc<fc^!RIK«^ 

Tfrfe oZLt. ifiX £ £ o 

m^W}^^^^mzm^^n^^tfimL^^^r-m&mt<Dm 

7->^££»ifcTA^>l{;:2*U 0.1-2 0, b < 1 - 
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15 m^nmrn. ^>7.v>mm i mmmTmm<z.E) 3kQrT\z&nz>mm 

Wife. ^7 >^$nfc c DNA^©*S, &L<te&5t£n£:&S@2 

20 &f&* U ^ ^ 1/^-5=- H^7-f?-i: LT]£IWR T - P C R S^iTTS 

mmmux'M^mvx^^>o z.<Do-t> sst2o-u m^feB^mi^m^m 

W^^^^i"^ Sstl9-15> Sstl3-1K Sst9-8£cfctf Sst21-3iH5TO*§ 

s s 1 20- 1 4 mfcTtem-km iz&mmr v . m&'&ni&m \z£<o &m*±& 
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ssti3-n ifef«it^i3i* s tTb. m-k'&n&mz£0ftm*±& 

mm) TZ>o £fc, ^al^TO^)te-il7.^o-Xft^^^UT^ 

mm -?z>o mmiR^mm.m^'rMz^xMmmvx^^o 
ss 1 1 9-1 5 mfcrnztzm-kmizmmtimTv. ®-&mmi;m\z& v 

(*&BA(Dmmmmw&M<Dm&* j tn\zM-?z>vrt>F. Mies© 

\zmm~r z>mm<D^>m • ^st^k ( 3 ) *mmw&n<D)m3m\zmm~r 
zmmo^m • mmm. (4) mfc^&mm, (5) ^mnommmoftm. 

20 »£^£i*5fl;£t>©X^U-->^&, (6) *?|B^Oiai©il 
fi£^fc£i*3'ffc^£^WT£&«^0<£W • te^SU, (7) ^HJcD 

^1 (Tzfnxh, 7>^~Xbft<i:) (£7.* U -->^&, (9) 

mm. (io) $^ h j^sss c^^f) <Dmm. (id 

/jfflW^^tt^*^Bj(DMaM©»^'fk$^-5^-&^<D7.^ U — — >^ 
(1 2) JfflJtaM*^:«JaBJ^^(C*3^^^BjoMeK(0»^^b$ 
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flsSL ( 1 4) *^©iai^3- FT&^W^IM^nZi/ y 2 

5 mz, *mwv>%&mxm&n c^^f) cd^^^^t^-tv 

(i) *&w<DW&MizttVT&mmMft&&m?&fctiW<Dfrfe 

-rutt. *mw\z* ^m^m&n (^^f) ^umt^mt^mm 
$ i± s ^ h * wwl t -r s oi a k £ tz. it^rom \zm l T&m&jM%i& 

20 

U#>F (^JA«. T>^^>>-X #>^~»> ^fcV-fF, nl^> 
Xh^X >, tD^X j*^F~>, -a-o^fFY, 

^-t!^h\ ^'J>, A'V^U7->X t+yhvX PACAP, -fc^l^ 

GHRH, CRF, ACTH, GRP. PTH, VIP (A'VT^r^ 
-(>^^>fi-)V 7>F 'JKfyH ^U^y^H) , VTh*^ 
F-/\"S>, ^»J>» y^i^^- >, CGRP (#;1<">F 
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SSckM-y^-O (chemokine) (#J;U;£, IL-8, GRO«, GR 
0/3, GROr. NAP-2, ENA-78, PF4, IP10, GCP- 
2, MCP-L HC 1 4, MCP- 3, 1-309, MIPlo, MIP 
5 -1/3, RANTES&£) , X>HirU>, I>fo^hUX fcX* 
5 >, nn.-P^>'>>, TRH, A°>^l/Tx^ y&i&V*rf91 F**: 
«#^->&£) <Z)ft!iK, #J;U2> ni¥lJ&#l (#J*-tf, kh, v^X, 

*^BJOI0I (^^K) SifcfcHflJfc 

a k: musk cv/^f) <Dmm&*mmv. wgm&*m^ivyy x 

-&UT«BISjW*»tt (#l*-fcf, 77*H>KIi, 7tf;i/3'J>»«, Sffl 
fl^F^g C a 2+ jSH, tt^cAMPM tDJgl^ cGMPM, -f J 3 s 1 — ^ 

■j >®^£, »iaR«4flcxib« «awai*iseK©u >snb, c - f os«» 
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m&<D, mm*, mm&m. ev/^K) iztt"?2>u.mt&y>e>UGM^ m 
25 ]£i-saiiia©*F*±»> K&MStffc^fc&tfs, *^Bj^Ma® (* 

F>ft&fe 7W3U>II, Ji«rtCa 2+ iSllt. iHrtcAMP^> 

Wcgmpm, -r/->i — ;m>^jg£> «ffliaiii«ffia»» «Biarts 
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mz. ±is®-(D©^§fT^v^ ^^i^iBjoiei c^y^ 

SM£:3-KT&DNABfr>t£?i£»i$2i «i:iAb, -€-n 
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^^)V7, (nuclear polyhedrosis virus ; NPV) <Dtf U *\ F U >:7d^E— 

^ng#:^(D^r}4-etT^^ili^T^^>o 0<J*.te\ XSK CNambi, P. 

If • 5?* — ±)l • *y • /W^-oi?*;P • tr2.X h U— (J. Biol. Chem.) , 

2 6 7 m, 1 9 5 5 5^1 9 5 5 91, 1 9 9 2^) ^8B«<D^S^oT 

10 #5893© U#>F (Sfcttl/t^-) &^*£K£^T> *^BJ(D^e 

«ffll&m^<^*n^lfii^©C:t*V^o ^JI£©®*#2r&<hLTte, Potter 
-Elvehjema!* : E> ? ^-'rif-T?iWJ!a**f V—V>97\/>?— 
25 ^'JhP> (Kinematica*t£i) K<fc3®[5^ jB*«fc<k**», 

{£il ( 5 0 0 r pro- 3 , 0 0 0 r pm) ~l?m.mffl %} 1 ~ 1 0 #) 
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3fri>U ±fit&££K:E5j£ (1 5, OOOrpra-30, OOOrpm) T 

mmisttmwommm. (^^f) t«i*cD'j>sgi^iias^t' 
est ev/^F) immmtzQ i o 3 ~i Q 8 ft z ?T*$>z><D&ti?3.L 

10 -V%%£5\Ztz2> 0 

Sit&^^tltbTH C 3 HD , C 125 I], C 14 C] , C 35 
S) ^Milfe7>^f>yX #>^>>, rt^tV-f F> 
20 Xh^-X >, -fen h~>, ;*^F~>, -a-n^fHY, 

rttr^-rF, yu>, ;wyi/^y>, ^>hy>, pacap, -fe^i^ 

GHRH, CRF, ACTH, GRP. PTH> VIP (A'VT^f^T' 
OfXf^t^ 7>F 'J-ffyH #U^^F) > V7hX^f>, 
25 H-/U>, ^'J>> CGRP C*jJl^>h^> 

5?— >U T-^f y F^^F) » P-f3h'jXX /1>^l/7X^fX 
yoX^^X/X h 7f/->X 7HI/t'J>, Q!*3i 

-^^E^J-r > (chemokine) (#J;Lfc£, IL-8, GROa, GRO/3, 
GROr, NAP-2, ENA-78, PF4, IP10, GCP-2. M 
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CP-h HC14, MCP-3, 1-309, MIPlo, M I P - 1 J3 , 
RANTESfc£) , X>H-fe»J>, I>fojfXh'JX k7.^.^>, - 
;L _ 0 ^ > , >>> TRH, A^l/yf-f'^^U^^fH*™^- 

(^y^H) ip^lBSt^. A*y77-JC«, pH4~10 (M£L<te 
pH6~8) ©U>iA'>7 7- h U 7 - SllA«y 7 

S7t> ##^l$ig^£<£M£lt£gf$^ CHAPS, Tween- 
8 0™ Cft£-7 h^7.*t) > >?^b~>\ 

Z>ZLt*T~£Z>o 2<E>\Z. 7Pf7- l^^-^U#>F©#fi? 
15 ^SiWTPMSF, P-<^^>, E-6 4 (^^H#^0tM) , 
^7X?^>te£<D7u^T-VmWffl&mU'? : bZ\th'VgZ>o 0.0 1 
m 1 ~ 1 0 m 1 ^aj^eS {177 H) Mf&K:, -^S (5 0 0 0 c 
pm-5OOOOOcpm)0( 3 H), C 125 n, C 14 C), C 35 S] 

rs.ii'e^vrzumit^m^w^^o imm&m&m (nsb) s»s 

}i|5j0~5 0 , C 1 M£b<te^4~3 T'CT, $)2 0#~2 4Pm M*L 

win?? T--ei5fe#b7t^ ^^xm^ii^^#-r^^«i4^^v> 

25 (B) fribimmWm&m (NSB) £§K>?i;fc£>h (B-NSB) #0 

*mB£<Dm&n&rziz^(DmzM-rz u #> K^^-r^±fB^(D~(D© 
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7^^^>mmm. -jtj-ivu u >mm. *Hii§i*ica 2+ j», »cam 

15 ZZ>o 

20 ^mMcommm^rc^cDmiznvxwm^m^^T^t^mo^ 
25 ^tf^ns. 

Hanks' Balanced Salt Solution &7n#M) tC> 0 . 0 5 XWz/ikm 
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5 K5X 1 0 5 fi/At«ni, 3 7^ 5%C0 2 , 95Xal rT2BW* 

rfrig© c 3 h) , c i25 n , c i4 c] , c 35 s] u £T*mmis tzit&m* 
^;1/tJn;i/At^ h\ dmso, ^^y-;p^^^-r^>o 

15 mMit^tmcb^i o o — i, o o (Mgit^?^tc:iwr3o 

2. 

CHOi^S:, iB9^fflll8«»lmlT?2lHl«c*Ufc^ (^8^0161^ 

20 ^fc^bfc^) , 4 9 o m i <Dmmmmm^.^^iB^ 0 

<S)EJfcSsfcl$*U lm 1 ©tfc#ffl«««tT?3igtfc#'rs. « 
h) K«i'&UfcSS!ltt»'fb#**0. 2N NaOH-l%SDS1?g)5?U 
25 4ml©I#y>fl'-3'-A (fn^MHi8) <h^-&T^o 
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tetfncte, ry^T-yyy, #>^->>, #-?-fcV-fh\ u yyy, 

y, ?)V*^y* -ta hn>, h->, -a-a^fHY, ^-tf^--r 

h\ y»J>> t*yh-»< pacap. -fe^l^>, ^ 

)\,iiziy. *Jk/h-X 7Fl///'^aU>, VThX^X GHRH, 
5 CRF, ACTH, GRP, PTH, VIP (A77^r^^ -f^Xr 

*:^l)>, 7$'JX ^7^n>, cgrp (*;w->h^>s;-> 

5>>fyyi?y, vuy^^-y. y=fjyy. 7Hutux a&j;^ - 

10 •ir ; fc#'f> (chemokine) (fllTlfcf, IL-8, GROa, GRO/3, GR 
Or, NAP-2, ENA-78. PF4, IP10, GCP-2, MCP 
- 1, HC14, MCP- 3, 1-309, MlPla, MlP-ljS. R 
ANTES^a , X>F-fe>J>, X>-xD#XMJ>, kX^5>» 
-Dr>y>, TRH, /t>^l/7f^y^ , J^'f #^X>fr£ 

(2) ^mn(DmBm.<Dmm^±\zmm-t^B<D^m • 

±ih (i) \z$>^t. *ftBA0mmnizftVT&m&>®,ft&&&-T2>i£& 

mz-tz* £foftiz&^T*mn<D&&MrfM'j>isT^z>r£ibizvfiyF 
#&ttsi2>Mmz*mw<Dmmn cs^f) s^-h^dna^au 
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mm^r^mz. mm^mmm\z^mr^z^u^z^x. gjg<D&n 

m) a*W#f*gSJSl (#Jx.fc£> JC«Me, HttflBJltt. KjflfaiSffc. iffi 

5DNA CfclHIM^ r^BjODNAj it, &SS 

20 m&m* mmm m&mmz&nz>m#u mmmmm. mmitm. m&i&tu 
h-jK ^>7>> a<b^>y>, f+xhux lea-fe^a-x, 
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P*A, ^)VM)VU-7^ il)Vi£*is*?-)V<e.)VU—7.s UJ\s&*r 9 s*?-)V 

□-7., r*7hu>, :/;i^>. t h*D^r'>yptr;i/-t;up-x, tHo 

)VU— X> ^l/jJ^i^^Ml^P— X#tV>^A, £ DXiJJM P— 

io »#j©jffafc«£bTtt, saw?*, ^swa^tR, u>y;w& 

up— ;k d-t>xi — ;k hWNP— x, $lii^>y^. x^y — 
15 Jk h'JX7$y^^>, 3l/Xfn-;k hUx^y-;U7=>, 

jhm^hj^a, ^^u;u7^yyptr^->^ u-y^y. mt^yiffr 

20 PX^A, mfl^>-t?hx^A, tyXT7U >»^U-feU >fc£©IMSiS 

X, th'D^yifMJl'O-X, fc Hp^^yptf;nz;up-x^^©^ 
TK-ttiU^ ; #U y;w<- hfg, ^u^'>x5 L u>^bt^v'?ft^^# 

25 tf£n<5>. 

h-;k D-v;nf i — )v. -jwmzE&mi^ti&o 
<DWmm& Eimvf ens. 
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10 , ?i®&m (#K /3-#P^>, ^PP7^;K ^>#7ft<!f) fc£ 

im»J<0#SS&0!l£bTtt, tf-y^U^hU^A, ^U^U^>^- 
fflFlHEHiBlJG3c<fe©aS^i:UTtt» WAtfteflK tszf^DVm (V7h*yt 

15 ;k -7-r^D*^-fe;p&^tr) , si^m maj, warn 
tzaomnm &&&&mm m, fcT&mnu ^mmmmm. wsmftizm 

«©^i*^fcj:o«jS-rsit*«'r#s. erne, »ai©JM*wfc«iiftK: 

gnat*. £-«&j*$hc, Rj&ai (#k ui, mm, d 
25 -t>- , mmm (#y> *;w#*^^^;nr^o-x*;u^^ 

;bP-*, t FP^v^Ptf^-feJl/P-X, #'Jlf— ;H£oU * 
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10 ;i/P-7., t h*D+y-/D \d)V^)V^L)VU-7^ + 

15 n<5. 

20 7=fyhL (i£p D p£) . D-A77^ > /^7^'JM3^U^-L 
D [t<K7^^hL-3 0D5 5 (i$p a p£) > O— rJl^tt] . 

25 (O-fe^P-X^i^^ ; 7^ / 7^M^7^ U hP#U ^-R S 
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m wmmi-hw&. mMi-hvy&m) > (#j> thM 

m M5L\Z* kh, tftM^ fc:y5>, ^» 

*5&9J©£S« (^^h) MMm&* & 

Kf^mmSa^ (#*6 0 k gttt) fc*V>Ttt, -BlCO^O. 1~ 
lOOmg, ^b<i^l. 0-5 0mg> J; 0$F*b< 1 . 0-2 
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B\Z-D^mo. 0 1~3 0mggE ^KttDO. l~2 0mggl, 
£r>tff&V<\,mo. 1-1 Omggimn©^^?.. 

f (60 kgtVX) \Z&^Tte. —B\Z-Z>%ft)0. 1 — 10 Omg, 
V<fc®l. 0-5 Omg, &K>ftl£ls<tZmi. 0~20mgm# 

mm.i j mmnm& (60kgtut) Ki&^Tte, — bko^o. 01- 

3 0mg^> £f£b<te$}0. l~2 0mgg|. <£D$f £b< tei&O. 

i~i oraggt^wo^Mt^i). bsmcomt, 

15 #2 6 0 k g^fcDtC^bfcS^-^-r^^^^^^o 

y^^^ymmm. r^)vu^>mm. mm^\cai 2+ mm. wm^cAu 
20 p£j&, »rtcGMPM -ry->i — ;pu>m^ aiiiaiiJMMaafcWN 

25 HJ<D^eSa^©fe^ fe?I«O^D 1 7 fcttmRN 
A^£(DS!iR£:/Dy^T5 elites 9, #fg0J<7^eK<£f§^£li^'r& 

tot, ®*mM<Dmfctt\z©*&m<D7>tt>7>®M 
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2 Ziz-km. -i >X U >&ft14tBgi5imc:<fc3», JESS • *««&^©#HB 

it) rfwrra^s (^j^.^ iie$$£, «im?pf, w«fflggs> ^ 

7— 5^K& <£ "5 t— C ct o T&#T £ Z 1 & T # -5 , 

(#:£6 Okgi LT) K&^TteU — B iZ~D^m 0 . 1 ~ 1 0 0 mg, 
15 *L/<»*51. 0-50mg, <£ D2F£ b < te#>Jl . 0~2 0ragT^5. 

0 1~3 0mg*I^, #£L<«$J0.. l-2 0mgg|, <i;D$?£L<te 

Rmmnmm (#i6 0kgiit) \z&^x\z. —B\z-z>zmo. i~i 

25 OOmg, »IU<li*!)l. 0-50mg, iO^Ka^Jl. 0~20 
mgT&5o #mnm\Z&*T2>m&\ l t, 1 »^ 

s. mjai • (#i60kgtux) c^wrtt, -s 

ICO#S$0. 0 1~3 Omgfig, *?£L<te£jO. l~2 0mgiE <fc 
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Q&ZLKUmo. 1-1 Omgg&£«^-r*<&a<iiH»^*t?&*. n^-n 
t*tkh^Oi^fc> #S6 0 kg^fc0^#L,^»*^-r-5^«t^ 

(4) Jte^^WfSI 

-tJ-^, fc^S?, ^> 0'>, V)VfcE) \Z&ttZ>*mW<D&& 

h'TSDNAtfcttmRNAOSt Otte^S*?) ^tbTSCi: 

io ^ticD-e, iDNA^«mRNA©m mm^m&zwz 
m X. \z. i #^*n © y — tf > a -f ^ u *w a > ^ p c r - s s c p & 

15 <JfJ = (Genomics) , £5#, 8 7 4-8 7 91 (1 9 8 9^) « 

^D^— V>9X - • If • tvatil' • Tft^S.— • *y • 1MX>-> 
-fX-ty-i-IXI- (Proceedings of the National Academy of 
Sciences of the United States of America) , 18 2 7 6 6 — 2 7 

70S (1 9 8 9^) ) &£K<k0*JST*££**T€rS. 

20 #I;U£, 7— tf>/vf yu^i?-: ^3>i:«fc0*^Of SI©f6HS 
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M5>?%mm mmm. mmm* mmmm^. mmm.it. mstiz* 

•^it^, \iyv, 7*. vis. -fp?, i^&<h\ .fcOJUfctfrtcteu be 

i7-7X, »m*r7tfX. iiSlfilffi^K lfrJ!Mfc#1^ iS*g^X& 
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mft<D^&lZ£K>fflffi.mfrZ>mRNA&#iltil'. #J*J£TaqMan PCR&£(D 

(ii) #f£9na>Masf c^y^K) *fg^-r*^Kteift#*«aj£©^t^ 

(i) Ef fe-SV^mt^fJ^t hMtltlMbT, a&8Jfc*Wi4&& 

(ii) ^M^^^^^^^^t-^^tC^^^^r^^^^^ii:, 
-«I^M»*« (1 B«fcV>b7 #*U<ttlB«&V>b3B«» <fc 

20 &$f£U<fcJ:2B«fcV>l/3B«> > R^JME*#^*n**56WO®e 
R (^^F) S3-Ht5mRNAi^I, MtiT-tZ>Zt\Z<kK>m£? 
Z\£&T*Z2>o 
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y-ifWW^U^If— >3>ffl^m^ct^/*fc«^-;W (0J: d NT 
Ps, PCRMiSA*^7 7-, »#M*DNA#U*7-«) . #3§BJ©S 

>^^> mmmn®g.W}* mmftwmnov >m<t. c-fos 

® WX\%. tb. *=3> -T^, If 
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'cr/jpiooa/oosepo 
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(#S6 0 k g<hLT) IZ&KTIZ* — 0 fCO#$J 0 . 1 ~ 1 0 0 
mg, ^Kttl^l. 0-5 Omg, &K>B$Hs<\$®l . 0~20mg 

#J0. 0 1~3 0mgi^ ft&V<m*J0. l~2 0mggl, iOfft 
ls<i*m0. 1-1 0mgigg^4t5O«^5. S#*f^t 

io (6) ^mMom&n^^-^^MB^^mm^mt^it^it^^ 

x-mmmv^ $?>tc^», oxu^jrtttPin^^^^^J^ mm -mm 
mzEvmmzfovxsmtfmh^. ^<D5£m<D^mmmmm<DMtizm 
is #-r^^«i:^^^?>. mffimm<Dftik&&&/ttmwbmt<Dmmzmm 

mm (mzm-mmRm) ©st (^t>b<«/L5S) awrrs^s (#j 
z\<D&?\zvxnznzMMte&^&nvk-e&z><D-?\ m^m 

25 m th, 9yK tflt*, tyy, tf'X 1* 

mnm^ (#i6 0kgtix) £«t*-rtt, -bic^o.i-ioo 
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mg, tfr&V<i*mi. 0-50mg, i^tKtt^l. 0~20mg 

5 $)0. 0 1~3 0mgg^ j(fSl<ttl?)0. l~20ragig, <t"9fft 
L<tt*?J0. 1-1 0mgg«Sa4t4O^^T-*5. 

io fii/t^-) 

20 ®A&nm mzrv*^ &jtv*.< j nsfD5 4^5BfT) 

(8) ^fSWOSSHt^-n^UT^ilWiH^tt&Wrs^* (U#> 
25 (^^H) U ^I^^ffl^fc77^-f^-7yt-1' 
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Ty^r^ymmm. r^jvuvymm. mmftca 2+ mm »cam 
p£/&, iWcGMPM, -r /->i — )vv>mm£.s mm^n^m. 
«rtiei©'j>^, c - f o s ommt. vH(D&TU£&fem'?z> 

io (-) ^mM(Dmmmt^:(D^ii>^ oztzizu-k??—) torn ■ 

£>ii*m&i*^%it&mtzEt)^iznz> -tie «) tfMb-s-w*. ± 

IB (1) TjS^U^>H^^fe^=t^T7,^U-->^-r^>ili*W* 
Ttett, *^BJ«> (i) #3§BJ©^£lSI (^T^K) <h^(DU^>K 

20 *^BJ(D7.^U-— >Zfj5mz&^Tte, (i) £ (ii) (DJf^K&ttS, 
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M&UfcU#>t* (*fc»4Hr^-) <OSE*BWa*fcJ*KHl^ * 
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■5, u*7*-*:fti'ttmm&m.m& wz.& 7zr*v>nmm, tm^ 
)vzi^>mm. n$&nc3i 2 +mM. mcampm. »cgmp4 

y ^ f ) * ^ te^fg bjwdna &^w-r s Bn&&fo & i&*-r & ^ £ tc 

^^•T^>^i:(CJ;oTiifflM±^^b^%Bj^^eK (^^F) * 

tcte*%W(DDNA&^m^zMMfem&&%m'r2>z\£\z&-oTi&m±.m 

20 >mm, mfaftc a z+ mm. «campm mmp^c gmpm, -r 
y>-h-;i/U>mm^ *fflii&jiMtt$Wr« Sffljj&fi^6ff<2U>m^ c-f 

«J£U it^T§Cl<i:^#i5[<i:-r^*^Bj<D®aK < h^-(D'J^>H (Ssfctt 

25 #&£ii#rt3o 
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$li©DNA ^PilL^Bfla^m^ai IST^IB $ it § £ £ <fc 0 fr* 5 H £: # 
»*UVi. lWit5ie«»^3-Ht5DNABlrM-l:ttcDNA*«ffl 

10 -HtSDNAlrfr^iSlltl (S30 «^IAl> *-nS£3MU:<5fc 

15 (nuclear polyhedrosis virus ; NPV) ©spy "\ F U ^^D^— ^— 

tetno^m-eft? Ci^TtS. 0iJ*.tf> CNambi, P. b. If • 5?*— 

• Or? • ;W*U5?jj)V • ^ = X F >J— (J. Biol. Chem.) , 2 6 7#, 
1 9 5 5 5-1 9 5 5 91, 1992 SO KfEifc^&K^oTfTte? £ t 
20 ^T#-2> 0 

ess c^t^f) ^n&fctetooJimz'ftvTmmvtt&wtom&n 

(s<s~7=f- F) T^oTfe^Vib, #^0)^611 (^T^F) £g£"f<5*ffl 
±15X^7 U-->^fe^^T, 2MS9Jtf>SafS (^^F) £M£T 

5o 



WO 2004/007711 



78 



'CT/JP2003/008690 



Potter-Elvehjem^^ ; E^'rif-T«aj^S:*¥L«t-^. «7-U >^^U 
>jf— J ptfVbu> (KinematicaftiSi) f£j;<5i8tf^ jS^ftfCkSflSl*, 7 

io foftmmtea<D&>bt}\z£zftmm*££L,Tm^*>tiz>o mx.\,s+ mm®. 

( 5 0 0 r pm~ 3 , 0 0 0 r pm) X*m.#fffl GI3^ 1 — 1 
0#) jfrfrU ±m&Z*>\zM& (1 5, 0 0 0 rpm~3 0, 0 0 0 rp 
m) T«3 0#~2BfP B 13I4>U tt^n^M^mii^^T^o 
*K:te> fg^Lfc:*:fP^©^fiff (^T^F) ^JM^U^iS^iglS 
15 a»&£cD§|/&#7^<^£n£o 

SSI (^^F) imm^fzD 1 0 3 ~1 0 8 #^T&£<£>aW3:b 

<* 1 0 5 ~ 1 0 7 #^T&£<7)7^%fcD$?jfT&£o 75:43, 

20 ~>?&<Dm^ifi^mzt < SL%>&frr)~cu<^ m—uyhT*±m<D&:m&mfe 
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tf{t%mtzz&m^*>n2>. c 3 hd , c l25 n . c i4 c] , c 3S 

pH4~10 (I*U<lipH6~8.) <Z)U>^7 7- hUX-^ 

10 CHAPS, Tween-8 0™ CfE£-7 h 77tt) , v^h~>, 7^ 

7°Dr7-t^J:-i)Vt7 , ^- J ? >l J^>K0^m^SWtPMSF ) 
P-T^y^>> E-6 4 (^^HW^m) . ^^f>^t*oynr 
7— tflS^J^^D-r^ilifeT^^o 0. 0 1-1 0m 1 CD^l/-fey^- 
15 ^{C, — ^» (5, 0 0 0 cpm~50, OOOOcpm) ©iiLfc'J 
#>h*£»lU |W|^tCl 0" 4 M~1 0- 10 M(Df£lfcte^£##£i*£o 
^MtfJ^fi (NSB) ^Sfe86tC^MJ(D*^©U^>K^3tlD^7 v c 

20 is^, ^^x^ii^Tiijgb, mmvmnv? 7-*v&t&^tcm. 
xmMmmz&&?zi&Mm&*mi£^>^i'-i'3 >*jv>?-$.tMr 

#g#J^» (NSB) Sr^lV^^^>h (B 0 -NSB) £ 1 0 0 % t V 

rem. ftrnftnttm (b-nsb) a*, 5 o%&rFizuz%&.m4t& 
~>ttz±tz<D@~©(Dj5fe&nM-rz>rz#>izte, mx.&, *&w<DW:m 
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u >mm^.. mmmn&^W}, mmftwmnov >mt. c-fos <di%& 

mfefflWLm&&mfehTX2 v-~>t?*ntzo\zfe. Mioses 

20 ^fig^b^> ^»^#i, jHBuajftm^, *t#ii*tB^> nd^^m^^i:^ 
25 Wkm&n^&*m&*wr> ±.tfxmwmzmw\stz.ifi. 

S K £ © 1/ -fe ^ - <D <g-& 14 £ &<t S it -5 ^ £ f d 7s Z U - - > ^ 
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Hanks' Balanced Salt Solution i^uftM) C 0 . 0 5 XWsskm 
7)17^> (zstf-T&m) &m%-tc>b(D 0 

io nmo. 4 5 um<D7j)\s?-T*mj&mmis. 4*c-e^?rr3^ 

C5xlO s fl/^TI»ftU 3 5%C0 2 , 9 5%a i rT2 0F B 1i§ 

ti?to c 3 h] , c i2S n, c i4 c] , c 35 s] uz-zmnvrcvfiy 

H (Mr:/*-) 

^tfPBSTlmM£&S£"5fCi£fi?U - 2 0 T:T{fc?rr5o 

tzftWim Ofc. PBSf) fClil/, 4X:T*&ftisfch<D*m^z>z.£b 
2. 
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(Di 2Kmm&mm7i'-hKLxmmvtz*RW<D&&n c^^k) fern 

5 ©1 0" 3 ~1 0- 10 MOI«ft^lllil**5tf liDAfcft, «3»U#>K 

•fe^— ) aC*P*&£ 5 M 1 JD^.T43< . 

10 U-H) Ktt£LfcSliaU;tf>F £0.2N NaO 

H-l%SDSfiiU 4ml0»y>?U-^-A (fPTtM^M) £ 

7f§o"$"-5>o 

fflSJtU Percent Maximum Binding (PMB) Sr^©^ C^C 1 3 T'3jci6&o 
15 C*l] 

PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 
B : &&&1mZ-fc#f<Dm 
NSB : Non-specific Binding (^MtSW^-nil) 
20 B 0 

Ca 2+ jS8l, McAMPM IWcGMPm <Y/*>1 — ;WJ> 

Mmw^^tb. iWiaio'J>t^ c-fos©», 
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(Di^m^ $> r> T & cfc V i „ 

m t % ottwm m K) & *r-r z> t mm o^m & m l t ^ z> <d 

14 £M4> £ ■& 3 * ©&£"rte*teft gl£ t b T Wffl T & & . 
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m tK 77K try 5?, tf'X u- 

5 mm (#fi6 0 kgtlT) \Z&KT\t* -Bl:^tl?)0. 1~1 0 Omg, 
fti£ls<\Z®l. 0~50mg, J;Ojf*L<ttl?lL 0~20mgT?*5. 

«tt»£#J&£ (ft!6 0kg<!:LT) fc43^Tte, -0^££}O. 0 1 
10 -3 0mgil, ^Kttl^O. l~2 0mgg^ J;Dff*L<tt^O. 
1-1 0 mgg« Sa^tSO^^**. «4^th£WOi«l 

15 zf-x h) ^wr^^s^s^^ • ?&^J 

20 «:ttlRI§*fcbTV^i:#^.&ns. tot, *^Oiei^©'J^> 
25 
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m m?L\z. th, ty^ ^ it 

5 (fti6 0kgtlT) l£*3V>Tte, -BCOf^O.l-lOO 

mg, 0Ff;b<«*?Jl. 0~5 Omg, «fc 9$?£L< te$J 1 . 0~2 0mg 

lutm • mmmm^Bm (fti6 0kgtux) c^-ri*, -scot 

10 *9 0. 0 1~3 0mgg|, IftK^O. l~2 0mgm iOff* 

l<«^jo. i~i omgmm*i&m&m\z£Q&*-?z>(Di)W&&-e&2>o 

(10) ^BJ<D®BK (^^H) ©5£» 

25 »&^M#-r^o 

(tflAfc^ -*0^^*5lB|©iei (^7^F) ©N«S«£BI& 
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5 (ab')2 , Fab'. WSF-a b®#&ffivvr*><fc^. 

ftgi&to&T!* ^t**tf>F<y3 1 tt£fflV>3©#4#fcfi s Sb^. 

15 xtt, c l25 n> c i3l n, c 3 h] , c i4 c] fc£*w*&n 

5. ±IH^<hbT«, ^Tit«14<D^#7^ i focO^W^b<, /3 



WO 2004/007711 




'CT/JP2003/008690 



87 



\z& v ®m&$ o^w^mnm^mr^ z. t&T°%z>o 1 2 
15 ^f^tn:^ffl^e>n^o 

IdSJfc *R*(J!>S»fitmt(F)ttt#:t*g^lxfc«a»ttIS (B) 

20 <h£#gib (B/F#8t) » B, FVvrn^<£^»£$J^U M^'f© 

»*#'Jxfl/>^ij3-;K ±|BSt#:^-r^^2ta#J&:<i:SrfflViS^*B 

25 n§. 

jfc<Dmmikm&*mmzfe'&-£i£tz<D-*>. mntmm^m-t^o wz, 
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Ail ITU r^^-f A/Ty-fe-fJ HSfP4 9^ff) , Ail 

MM r«5S*?M'A/7y-fe-f J (fcfcit, BafD5 4¥»ff) , 5JH*»6 

. fUMmfetiki (^2KS) B3fP5 7^fr) , mmteZIB W 

1 5 m^ffl'J^^J (SB 3 JK) BSfO 6 2 ^56ff ) > ^y y X-f 

>-I>^y^- (Methods in ENZYM0L0GY) J Vol. 70 
(Immunochemical Techniques (Part A)K PI* Vol. 73 (Immunochemical 
Techniques (Part B))» Vol. 74 (Immunochemical Techniques (Part 
Oh Vol. 84 (Immunochemical Techniques (Part D: Selected 
20 Immunoassays)), IsJlt Vol. 92 (Immunochemical Techniques (Part E: 
Monoclonal Antibodies and General Immunoassay Methods)), IrH> Vol. 
121 (Immunochemical Techniques (Part I: Hybridoma Technology and 
Monoclonal Ant i bodies) ) 0EA±, 7*5^ y *7 7V7>tt.mf)1&E&m . 
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25 (ii) ^poss® H) ^mm-r^mn^w^^^f^ 
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^itts&zit&mnx z fife) > 

(iii) #b hPSfLKi^^Qifii^ (D#£c»25> ®8i§§^e>^bfc^ 

(^T^F) <D»^'fb$1t^^#lOX^U-->^fe : 5:*i^'r^). 

15 (i) lES&^teg^e^Wt h0i¥Ub#) (#I;U;£, T^X, 9vK 
•^tr^ 5?, 1t-;^£, £DJM£#nc«, IE 

m-wx, mmm-^VT^ aMuE^yK mmmtw*. mm-^^^u 
a) c^ix, mm mm** thmmm. mmmmm. urm. itf^ii. 

<mit(Dwm (Mx& urn mm. m^ke) > mm, m& 
&tzte&&mffim.m*£) $>z>wzmm wx\t* mmmfc. mmmmu 

mwmwL. *)>mmffim> HEPESi«a mzmmv. zmtz&m 

'25 (MXlt. FUh>X10 0™, ^->2 0™/j:i*) fc^&ffiHTSSH 
H*^<^*n^®^coz:i:$r^-5. Ifflja©tt»*fei: L/Ttt, Potter- 
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7^UhP> (Kinematicattg!) <D&Z>mfr, M^mz&Z&ft. 7U>^7 

1 (5 0 0 rpm~3, OOOrpm) «FI GI#, #J 1 ~ 1 0 it 
ifrU ±m&2btCiii3£ (1 5, OOOrpm- 3 0, 0 0 0 r pm) Ti 

taft^JB^fc-t^F-r y^aEaije^, ra^>^P7 b#M7r&£K<fcD 

20 

(i) iE^^Vi^S^^tihmSj^l^bT, H^J&S^te^S 

« 3 0 L 1 2 B#r B 1l!tK £ 0$P * b < it 1 B#P B W<£V> L 6 

b<«-^B#P^ (3 0#!£ft^L3B^ Kf*K(ilW^l2B 
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5 ,«miii^^^n>5>^Bj<7)MaK c^y^H) <£>fi£t8te> JlteWKte 

(iii) JE^&SWm&^T^I^fc: MffifLMl (0>J;U£. ^OX, K 
b^v 5 . #5^ -tr;i/fc£, «kD-*#WK:tt, BE 

io ^) (c^l,t, nan strain tfimmmm, &ee$u sam^mm. 
^ Bjpf, i&wzE) ts.E^7Ls -femmmmisfrmz, turn. 

m±<D*$£BM(Dm&n&m$&-?z>z\t\z£ m 
mz, m^zft&^mmttmzfoCT. ±12 (10) -e^rc^-rn^o 

25 lfrfcJfclzm^Z*&W<Dffitet*M%U^m&&tt- (0>J:7#D-X> 

mii&m&m&Tim ( c i25 n » c l3i n, c 3 h) , c i4 cd > 
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;k y-;i/BI^, ^>7iU>. ;i^y:i>fc£) T?«g*snfc 

b y*>£ra*» Vc&mtaz^ mfflm&<Dxmtz&&*> 

*Bll&limffi£9(N M$mW;&n<DV >m<£. c-fos pH©t 

25 (p) ansjBt»c^^**56w©KaeH, &z\,>izmimiz&ftz>*mw<D 
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^ <Dit&mx & i x t> <£ v>. 

10 m kK yyh. ^*r*. Zf#. Ois. -f*. * 

(#i6 0kgtlt) K&^TfclU — BKOi^jO. 1-1 0 0 

15 rag> ^b<«l5l. 0~5 Omg, b < 1 . 0~20mg 

i&O. 0 1-3 OmgUm* $?£L<te$J0. l-2 0mgm iOKft 

20 b<tei&0. 1-1 Omgif S#M^t 

b^omwm^h. #16 0 k g Sfc 0 ^ t*^ 

t^s^u s ^ >M>mi*m%imz.&.mm* mm -mm 
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m mpL^. mmm. mmm. mmmm^. mmmit. msk&. mmttrnta 

m (MZ-tt. tK 7 7h. tyiS* Zf?\ ^~>, ^n, -f^, V 

10 JVftE) \ZKVX®.5--fZ>Z\}itfXZZ> 0 

ta£\z&K>mmt$>z>tf. mu&5-<DM&. -mmz, mmm -mnRm 

m&mm 6 0 k g £ UT) H*5ViT«, —B\Z~D^1ft0. 1-10 0 
rag, dftKttin. 0~5 Omg, &Wft$iV<iZ® 1 . 0~20mg 

15 x&Zo #mnmz&5--?z>m&i*. ^<d i 0&#»te*s:#*^ mmmm. 
xtm • mmmmnmm (#i60kgi:it) K&^xte, -bko# 

$10. 0 l~3 0mggg, ff^K«l?J0. l~2 0mgm 
U<«£jO. 1-1 Omgg^^4t§©*W^t*5. 

20 hsxftcDmwxDM&h. itm6 oksmtcQ\zmnisZim&&5--rz>z\£tf 

(1 3) *fPJ30^eM£:3-F-r£DNA£W-r<5#k h h7>X^x' 

25 ^^DNA^BiSIB-r^) ^rz\tt<D^mDN A (^BJO^tt^SDN 

CI) ^BJ^^DNA^fe^^SDNASrWT^^k Mffi?L»J^, 
C2) yyMWiV0-C&Z>?& Cl) IBScO»i^i, 
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(4) *»9l©n*ttDNA*fc«:f02JIDNAmu flmJM&Kfc 

©»Hn?a>o— mz 8 sbbsw^hu) u>s*;^>^as, 

10 DEAE-r^h7>^aiJ:0SKltt5DNAMt5 
15 NA^ii^ffltSui'bTfS. 

20 l^tbT, C5 7BL/6m DBA2^<!:, 3£$=^£bT, B6C 
3F a ^, BDF^i, B6D2F,m BALB/cIt, ICRJ& 
Sfctt^y h (OTAtf, Wi s t a r, SDfc£) ^^W*U^o 

25 **Wfl!)^*ttDNAtH *tM«a»**«**WUT^S*f6M©D 

mm^muz) &£.ctch<D. mrnom^ d&© 
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£fc&fcoTW:, RDNA*»«gaHJ!a"e^$"&5«^D ; E— ^ — ©TfflEK: 
10 ^©khDNA^StSi^ intffl^i«^*55W©DNA 

15 yi^>> 3 >-r^>dtlC^oT^BJ©DNA^^-r^)DNAfe^Pi?L 

dna©7 , d : e — *? — , ®&mm%m® (th, ^ 
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t > S - h 7 >X 7 z MiSMSSf 13, +ry?->K 
1, K 1 0&<i:tfK 1 4, Zi^— y>I^*3 e t^I IS, U-<^U7^AM 

5 — if (-jRCT i e 2 £B§£tt£) , ^- h U «7 A* U -7 A7r/ ~> 

>3>J>B6fl:i** (Na, K-ATPase) , Za-D70^>hgi< 

^^□^^-^-r > 1 43ct^i i a, ^^D7"nf-ft- if >ttr* 

MHC7^7 IinJiC (H-2L) , H-ras, l/X>, K-A°a>/3 
-#BMfc#*» WVtm'Vl'tti'y—V (TPO) , ^-7°^F«gBa^l 

10 a (E F — 1 ot) > j3 7£^>, a43«fctf0 ^ * 5. 1 
*5<fctf2, 5XU>S«ISe», ^d^d-t*U>, Thy-1, teSLifw? 
U>, H^oJ^ (VNP) , jfatfTao-f FP3>#— *>K ^^"^d 
tf>, hn^C, Wo7W, yi/7 , ox>^7 7'J>A, AV 
7°l/-»^i:»7°nt-^-^ ( h'^ffl^bn5o &j&vrfc, £#Ti*5HBT 

15 5£<tJ&*pJ^ftlM h/^D^^T'Dt- kh^7f Killi 
Tla (E F — 1 a) ©r/d^E— thM^7h'Jj3 7^f >7°P 

±13^7^— fct, DNA^Pi?Li!j#Jic43liTSW<t-r^^^ir>^ir — 
RNA©te^£*M§"r*E#l (-«l:^-5*^-i:fftfnS) £WbTV> 

-^©fttl, gWtm*lDNA$$^Cli^t5@WT#DNA(D 

25 ^&££:/de--^-^©5'±^ 7u^—$-m&tmmMwm$>z>^ 

•tMr, -<7, ^3, ^EJl^EyK AAX^— , 7 7h. *3fc© 
IFFR* ra, ¥#fl§M&, ^^iaS*DNA^cfc^miR©&SyyAD 



WO 2004/007711 



99 



CT/JP2003/008690 



1 5 z. (Dmomm^m^ <Dj&mm& «fc rx#«uiao-r w ©*«44 

DNAStti. 

*ttDNA*££fc«#T*E£**BbT, ^DNA^W»I#li:UTjia 

20 ^3|f»Mjia©pgic43^^*^Bj©^i4DNA(D^«, nmm^Mm<D 

M3£fflffi.& cfc m£*ffllfe©:£T (c: j®^JtC#ft-T 5 J: -5 tcffllft £ *l& . DNAfe 

&mwi®<D?m*±T*<DmwMfa&&zfi&mm<D±Tiz*&w(D 
d n a *i&m iz m? z> z. t £ic?rr s o *^bj o^^t d n a & ^ n 
25 ^^©a©!^©^^^ 

N A £ i§f3J £ S o 
SADNA^ffi^fe^^M^tCltO^^-tf-r^r- h»#J<&«tf*U -© 

? \zmmmft-tz> z\ l&t^z> 0 
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<t)^^3 =fc is z. n % (Dmmo^myjm^m^nu ?z\t ^mx & z> 0 

fl^&D N A ftftJE K&jrr £ £ £ £?8Sg UT^D N A&WMl £ UTil^r 

-«!:©DNA3>Xh7^hH It©DN AX^^tCioTfPMTS 
15 d£rtn?#£o ^^Pjffllia^(c43tt^^B^OSSDNACD^«, *t#» 

ns?L» cojK^ifflJia*5 £ zs&mm<D±T ^#^-r s £ -5 n& „ dn 

Afe^(D^mK^(D^^^43^iT^BJ©^DNA^#^Et-^^i 
DNA^WT^eit^lci^f ^>o ^BJ©n*14DNA€:S^mv^c^(DS 

izmmMft-?z>z\trfxg2>o 

*^0ltDNA^T'5#t bP$¥L®J#J«, *^BJ©^DNA^ 
25 %SSt^nT*i9> ^14©iE^DNA^tg$:M-rS^«!:»C<fcOS^ 

£/flWT, *^Bj©MaK^tg^tt^^<D^^©^Bji3j:rjCc 
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%W&n<Dmmm<g (dominant negatived) ^MW^Z^frttS.*. 

mBmz^Kf^mmzmm^^itmmt'r^mBmmtfDmmmz'D^x 

-&&i£m<Dmft&&rffem\znffi-rz>z.£tfx*g2> 0 
$.tz. *ftW0DNAm®mMfr*>&mm%mK)itiis* mw&. hu^> 
25 yts.acD^i&'mttmmmz&r), mmvtcVNAm&nti&v'&n. "tomrn 
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So 

Cl] ^HJcoDNA^^^b^tlfc#t hm»MSMO^ 

C2) ^DNA^i/7j?-^-jt^ *Jj§Mfi3fc<2/3-#^ h~>^-- 

C43 ?vmhm-z$>%>% m ^Ei&oE^iSffljia> 

C5] y^ifti^^^tifesi C4] mt^moimm^ 

20 C7] KDNA^UsH-^-Jte^ (0!U 5^- 
^DNAi:Mt5yDt-^-OiHiTTf8iU^5^ C6) mum<Oit 

C83 ^kwnift^^iiftT^^^ C6) mmm.<D#t Ym^Mi®* 

25 C9) y^i«^7^XT«5i C8) ^f2*c<£>#fc httflJMfc. *5<£tf 
CIO) m C7] ^IB^CD»#JJC, tt§Mfc-&«J&«#U Utf-*-3tfc^ 
(D^^mt-^^^^#^<hT^*^BJ^DNAt-*fT§^o^-^-« 

So 
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A®»«f)Bfeai*rr*tf», t>L/<e»DNAd<3-HUTv^*58w©sa 

*5gBJ05DNAtClA^>e<J^S^JPA§^<hbT«. flIAtf, it^I 
tits £ <h td cfc 0 #f£8J!© / y^y^hDNA &feSB-rftfc£«k 

hy^- -tfjftfST) , cat (^D^A:7x— n-Jl'T-fe^Uh^ 

20 Qx.3rv><Dmm&mm-tz>i)\ &z>wzx.*v>ffl<D'(>ha>nft\zm. 

e^<Ote^*JNHB$-»SDNABB?l| poly A#*P">^;^f) £ 

25 TO&fettKSgAU #£nfcES^K^T:£f£SEcDDNA±&5^te 
^©ifi^©DNASH^J^^P-^i:L'^:-tJ--!7 t >A'1'^uy'f -fc?-~>3 >fl?#r 

? — flsJHKUfcffl b fc^ej© D N A^Oifi^^CD D N AB2^J £ 7? -f T 

-tLfcPCRfet«fcO»«rU y^T^ HEs«jis*a»j-r« 
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tutu mx.\z* mm<D& : its.mzffiiL£nfzh<D&m^Tb£< , £/c 

Evans £ Kaufman (D^&KipDT&rb < $£bfc t><2Tt> <fcV>o #J*. 

C 57BL/67^C 5 7 B L/ 6 ©S9P»©4>&£ £D B A/ 2 
^liaDeidbfcBDF^W (C57BL/6tDBA/2i:OF 1 ) 

Lfc£#, C 5 7 BL/6 v£*£A*y*#D;vr£££T^©iteW«* 
£ C 5 7 B L / 6 ^ XKft A £ # "TOT & * J&T Wf'J Kffl § . 

naiia&^bT^/c(o^LT, inn-- sm©Es«Biais (^50® 

■VfttSLV Z £#njagT* 0 , #8K«fflJI&a>»££ *T1£K: Vtz Z £ \Z& K) # 
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^te, E SfflM<D&fcT& S v9T0 hVTz'&, JEftfflm MX\Z* ^07. 

-5, tfJAtf. STO^^M©<t-5^ii^^7^-y-^±T'L I F 
(1 - 1 0 0 0 OU/ml) #«ETtC^K^^«flSrt (£?£U<te, 5%mm 

GIStO. 0 0 1-0.5% h'J^»/0. 1 - 5mM EDTA, 0 
2Hs<\t*m0. 1% hU^»/lmM EDTA) fl&SteJ: flJ&fcfflJISfbU 

fc£<Dm*0*4 7<Dm&\Zft<ktS&&Z£WT%n'V3E>Q CM. J. Evans & 
tXM. H. Kaufman, ^-T^-v — (Nature) i2 9 2#, 1 5 41, 1 9 8 1 
20 ¥ ; G. R. Martin, ^3/-^ >^ • ' t'>atJV • 7*t5 - • 
3"? • 1M X>X • 3.— XXX— (Proc. Natl. Acad. Sci. U.S.A.) W,l 
8#> 7 6 341, 1 9 8 1^;T. C. Doetschman £>, ¥ 3 r—1-)V • 3" 
7 . X>^U^n>?— • T>H • X*X«*U*>^;1/ • t^a-DS?— (I. 
Embryol. Exp. Morphol.) , ^8 7f, 2 71, 1 9 8 5^) , #5gBJ©E 

So 
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K»JT £ E <h ^ pffgT* & £ o 

t-^-a v>^r±— tf (t k) 3te j P* , &ty^-^yx>r>^^^-*** 
*«M©DNA^y^7^hs nit mmoimm <o d 

25 >^^^-ICffifflUfc^»^^6*©*58W©DNAe^©ifi#?1S«0 
D N A IE m £ £ -f 7 -f ^ - £ P C R i£ K J: 5fi?#r £ ffl V > T ft 5 Z. t ifi 
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© d n a ic (d $> z> *> © $ f c: £ c «t o # e> n £ . 

j: o # £ nfc wimmw- m d n a a v v z y v h £ nx n & £ t &mm u t 
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*^§BJ«, *f8B^<7)DNAfg3R^*t:hiiil?L»«!l»ctt»<k'& 

^mt^m. mm£.mm* mvmmm. mmmmm. mmmmmmm. Mm. 
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zmzntz.fc&m-e&K). *f&m<ow&n<DX& j $>&®u£iz&'oT3\%& 

tfg^n*B6fl1in*fij&W3:l/V>. UTtt, (#i 

yotf^->^, VUOK, ^A^i, ?@© 

<7v, -fX, -tf\>U&£) ^L/T^#-T^^^^T#So 

25 Acm • mnftmmftmm (#i6 0kgi:tT) k^th*, -bko^ 

D0.1~100mg, ^tb<}JI51. 0~50mg, iO^KttD 

1. o-2omgt"^. #mamz.&j*'rzm&\z* *tv> 1 
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(^T«, — BfdOi^O. 0 1~3 0mgIE $?i;b<te&J0. 1-20 
5 (14 b) ^©DNA^tS^Pt-^-OffittSffiltfcttlift 

io u-^>^ffi*js^-rs. 

^BjcDDNA^l/^-^-ite^^AT5c:ttc:J;D^S14^^n, 

^ — 3tfe^a*#38 B J <Z> D N A T 3 ^ D ^E— ^ - <0®W?T"C»S b 5 
15 5t)0^*fflV^ni). 

(1 acZ) , RJiSttT^U 7*X77^- tf»fc^£fc 

20 *&w<ddn a&u#-? - $ nfc^ w <d d n a $m*± 

25 -^^^ hS/^— i?3te : f (1 acZ) #fgBJ! 

MTz>* t£ox, 0y*fc& 5-^n^-4-^DD-3—r>Hu;u-/3- 

#7^htf^/vK (X-gal) (D<fc5&/3-;tf7# h~>^~ tf£>SSt£: 
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>mmffi£m&MM (pbs) xm.w&* x-ga \ ^tsm^mx\ ^ 

- H-r^mRNA^tHLTfecfcVio 
10 ^-Sti^iSit*^^P£#T^fb^T^^o 

m.ifi9?tLis\,\ zl<d&%li&£\sT\** mx.te* Mmm m%.& u> 



WO 2004/007711 



112 



'CT/JP2003/008690 



^~>, -r^> it-;^£) ^*fbTS#T^^t^T#^o 

{Sii^fc«s*t--2><k'&#)^MPS#T^^> -j&wc, • mm 
Rmmi%m% mme o kstLx) \z&^t\$. -bko££jo.i~i 

OOmg, !if$K^l. 0~50mg, iOfffKttlUl. 0-20 

15 mg-r&So ^□WKis-rts^'&te, -to i E^ateS-^**^ 

a. 08/t»i» • JIBKf^WS*** <#*6 Okgtlt) K43V>Tte, -0 
\z-D&mo. 0 1~3 0mggE $?%.L<fe®0. l-2 0raggE <£ 

v&2iis<umo. i~i omenm*® 1 *-? &o 
20 msth£X9i<Dmm<Dm&h. 6 o kg^Tcotc^u/ts^-^-r^^t 

77ST#£o 

2js^HJ^aM(7)yp^-^-^^Wr^>DNA^oT, -t 
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I UP AC— I UB Commission on Biochemical Nomenclature d^^BS 
10 L#^tt)Ott5. 



DNA 




c DNA 


: «»Wft*'>U*«i 


A 


: 7t-> 


T 


: 


G 


: ^7-> 


C 


: ~>b:>> 


RNA 


: U#4ftK 


mRNA 




d ATP 


: ft+y7Tyy>H'J > 


dTTP 


: r^yf5y>£U 


dGTP 




dCTP 


: r^yyfy>HU 


ATP 


: 7fy-»HU 


EDTA 




SDS 




G 1 y 


: ^'J~» 


A 1 a 


: T^-> 


Va 1 


: A*'J > 


Leu 
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I 1 e 


: -f V p-r->> 


S e r 


: ir'J > 


T h r 


: xl/t-> 


C y s 


: isX7-<> 


Me t 


: 


G 1 u 




Asp 


: 7XA'^>m 


Lys 


: U> ? > 


A r g 


: T)l¥~> 


H i s 


: tX3 L i?> 


Ph e 




Ty r 


: fD-» 


T r p 


: W7Y7 7> 


Pro 


: ~fu 'J > 


A s n 


: 7X/17^> 


G 1 n 


: ^;u^> 


pG 1 u 




Me 




E t 




Bu 


: 


Ph 




TC 


:5 1 7 , /'J^>-4 (R) -ftJM^+r^h* 



25 -r^o 

Tos : p- b)Vx.>x)V7*~ ;w 

cho : 

B z l : ^>^;U 

Cl 2 Bzl : 2, 6-y^OD / <>yJi' 
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10 



15 



20 



25 



Bom 
Z 

C 1 -Z 
B r -Z 
B o c 
DNP 
T r t 
Bum 
Fm o c 
HOB t 
HOOB t 

HON B 



2-yot^>yM^yiJM-;i/ 
h U 

l-tHD+^>Xh'J7 , /-;l' 

3, 4-ytHa-3-kh'D^^/-4-^V- 

1,2, 3-^>7hU7y> 

i-th'D+ x-5- y >-2, 3-^^» w ^ 



DCC 



CSa#l## : 1 3 

■7^^efellBJ»»l«**^»t) b< femm&m mSST20-14(Long form) £3 
— FT£> c DNAOlIiH^J?:*t. 
C@S^J#^ : 2] 

^V7>&^mmm&ftM*>\s<\ZM&&nmSSno-U<Long form) ©7 
VC'Xefi!lgJ»mM*^^ i foU<«^aKniSST20-14(Short f orm) £ 
T ^7 XB^mmmmm^mh L < tt|g£& ft mSST20-l 4 (Shor t form) © 
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•?VXB&mmW&&&ftW , b L, < ttllSI mSST22-22 (Long form) £zi 
CE7"J##: 6] 

m^mSfiUm^^mh L < teJBIMaif mSST22-22 (Long form) <D7 

fife^m^S^^fe b < UWm&M mSST22-22 (Short form) £ 
t@B3Wt : 8] 

10 T^7.a^fliJtemM**^iJ : fob<«^aKmSST22-22 (Short form)© 

-T^XfifeJiglWm^lft^^feK^^SKmSSTg-S ^n— FT-S c D 
N A <D^MM&\ £r^To 
15 CSB^iJ#^: 10] 

?oxfi &mffim.m&#:ftw *> u < tenures: mssT8-s 07$; mis^j * 

■7^77, Sfe^m^lS^^t) L, < temmmm mSST19-15 (Long form) &n 
20 - h'-T^) c DNAOlSIH^J5:it. 
C@2^J#^: 1 2] 

efe^a^S^^fe U < \Zmm&n mSSTl 9-1 5 (Long form) ©7 

CS23Wt : 1 3] 

25 -7-77efeJ!iJ»mi^**^t>L<J«MaKmSST19-15(Short form)£ 
3— c DN ACD^Sge^"JSr^T. 
[@S3Wf : 1 4] 

^VX&&m&jm.U&&ftW% b < teHH^SM mSSTl 9-1 5 (Shor t form) <D 
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CBE#I## : 1 5) 

d n a <om.WMn 

(E#l## : 16) 
C@5^J#-^ : 1 7) 

-?vx&&mmM.®&*ftWb b< temmmn mssT9-s s^- k-ts c d 

10 CSS^J#^ : 1 8) 

CB2^iJ#^ : 1 9) 

15 DNA(D^SSe^J^^"r o 
C@B?«J##: 2 0) 

•7^7^afeJ!iJ»mi^ft*^ 5 bb< mSST21-3 (D7S. ;mm&\ 

CSH^»J#^ : 2 ID 

20 •7^7.e^J»ffii^**^ 5 bU<«MMeKmSST20-6 ^-HtSc 
D N A (D^SE^J Sr^T o 
Cg23?iJ#^: 2 2) 

■7»>^efi|glWffl»**5J'» , bU< ttBtSSR BSST20-6 (DT^ y^SH^iJ 

25 CIS^J#^: 2 3) 

T^^efilBJ»»«**»»'bL<ttlKSe«cDNAWf>i- mSst20- 

1 4 (par t i a 1 ) <D&gg2?U 
C@S^iJ#^ : 2 4) 

•7^xafiltrai^*^^ i bb<«^eMcDNAifM- mSst22- 
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2 2 (par t i a 1 ) (DMMWM 
CSS^J#"^ : 2 5) 

?W0 &ABlft&tt * MftW *> L < ttgg£ SMcDNA#r>tmSst8- 

5 (par t i a I) (Di&Mffi&i&^'to 
5 CSB^JS^ : 26) 

V O X efeJI&l&ffla**^^ L < te££S£St c D N A WiK mSs 1 1 9- 
1 5 (par t i a 1) <£>&g@5?y £^To 
C@2?iJ#^ : 2 7) 

^^xefelliJ»iaittft*4>«Jt>U<»BiSeflcDNA»rM-mSstl3- 
10 11 (partial) <£>*&ggB?iJ£*-f . 
CE*J##: 2 8) 

■7 x a &mmmffi, mm&& *> b < ttjg£ a » c d n a wf m- mss 1 9- 

8 (part ial) <£>jfi»IB?iJ£^i\ 
CSB^>J#^ : 2 9) 

3 (par t i a 1 ) (DM&ffim £ Sct\ 
CIB*IJ##: 3 0) 

Mmmm m %> l < tti&s a st c d n a gr k- mss 1 20- 

6 (par t i a 1 ) ©^SBB^J 
20 [@2?>J#*§- : 3 1 ) 

CS2^J#^-: 3 2) 

mmmn-. 3 3) 

^%MMM'W*W[ 4 fc?Z>rc*b<D 5' -RACE fflit^^SW v-O^S 
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CIBJWf : 3 4] 

^&MW®M*Wlfc?2>titb(D 3' -MCE mmteTft 5 ^^-(Di&m 

5 C@e^J#^ : 3 5) 

7-)^aMW16Mt)U< ttllSS mSST22-22 <D£g£3- H 

C@2^J#^ : 36) 

10 •7^xa^ift^S^^ ; bL,<«MMeKmSST22-22 ©^ft*3~H 
C@H^iJ#^ : 3 7 ] 

15 ^^i;S@H^J^|WI^T^7c:^e)<7)5 , -RACE ffljUS^gftT^ V--(D&g8B 
C@33?iJ#^ : 3 8) 

wx&&mmmmm&ftmhis< mssT8-5 n-r 

<5&ggE^J£|W)5rr 3' -RACE ffllfif #^69^7-1' T-^^ge 
20 ^JSr^-fo 

C@B3Wt : 3 9) 

•7^^a6itiWi(a»**^»t)b< tempest mssTi 9-1 5 <d±^u- h 

•r-5mSS2^JSI^^-r^fc56(D 5' -RACE mm&rH&g&r??^ 

25 m?m^ : 4 0 ] 

-rs^gB^j^iHi^-r^TtsexD 3* -MCEmmB^m^^^^—^mm 

C@5^iJ#^ : 4 1 ] 
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t 07, m&m&j®.m&*ftw*> l < temm&n mssn 3-1 1 w^m* n - k 
-?z>mmwip\&m7£-?z>t£&v> 5* -race^*^^^:/^-?-©^ 

mmmn : 4 2] 

5 v^^afii&j»*ft«**^»t>u<jiJi!ise«iDSSTi3-ii 3 -k 

V^^eftlB«WaMfc**»»t>b< jaJKScaR mSST9-8 <D£g£:3- Hi- 
10 3:&*8e^J£lwl^r3fca6<7)5 , -race fflae^JRW^-r -?-©&*se 

C@S^J#^: 4 4] 

•7^^afijBi&iffli»a*»»'e>u< \mm&n mssT9-8 co^s^n- ft 
§ mm&Fi & m fe-? 2>rctt><Dz' -race m ate^ s w 7 -f ^ - ©*&sgs 
15 ?>j£^-f. 

C@a^iJ#^: 4 5] 

^vx&MmMm&*ftm*> u< «jg^ag mssT2i-3 ©is^n- h 

t-^gga^JSrH^TSfctf)© 5' -RACE ffljtfg^8^tfJ7^-f ^-©^S 

20 C@B^J#-% : 4 6] 

fiffittttl* t> U < teJBS^ a K mSST2 1 -3 £ 3 - K 

CIS?iJ#*t : 4 7] 

25 ■7^xafel!il»«ai^a*^'bb<«M®aMmSST20-6©^*3--H 
T5M*B2?>J£[«)ytt-<5fc#>© 5' -RACE Jflite^teJtM^'f ^-©^S 

garner. 

CfiB#l#*f: 4 8] 

•7^7^a6J!Bl»ffl«a*»»t>b< ttKSB» mSST20-6 H 
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5 ^U^ra.?— ' >7U — ~ ytf (Molecular cloning; ±.W) (df2®^tlTV^ 

nmmi 

10 79^^DBiMB a/F 3 (HJft^/O^ ; RCB0805) teU -e<7)3£ 
(MP L) £f££ELT:i3tK 'J^>HT*5hD>WX5 1 >©^ 

^tio^-afr^fiJtL, ttwarttci«m'>^;wA^^e»tis. mpl 

te> BIKil^cDSe r 4 9 8 As n^»fc<kt) U #> F#&#ltt&tI^W?S 
15 (MP L M ) K&O, Ba/F 3*«I L-3*#*ETtC*5^T%>"€-©^ 

5fst, C5fc*s© 1 8 7 7^ s&&<£sbttmmm±\zmmLT'fc*:=.mfc& 

mtfLL>%Z>Z\£ififL\ft-£*lT^Z> (Kojima feitXKi tamura, ±£li) „ 

iifflII£^M^£*ffc£iifcMPL M <D5 ' m\Zc DNAmM^J: 

20 o ; Tlf^>^nrzUhU0^)V7.^^—^nV. M^/ufccDNArt* 
y^t;i/->-^X>^SfUT^nH c DNA1C3— H^n^SMiM 
PL^iU'&meH^B a/F 3 ©JifflJ&j&_htCfgSlU iBa/F3*H L 
- 3M#TT4# • *£MT 3££lc:&£o CKDJKSlCg-^T, Met 1 
~Th r 441 &X£iZ-&fzMPL u <DU—\!mW ( AMP L M ) ^tSUhU 

25 ^-f;i/X^^^— (pMX-SST ; Kojima&cktf Kitamura, _hj&) ©BstXIlM' 
h \Z , ffitifc #"7 filiflfimi® E&3fccDNA£JfALTl/bD^ 

*-r, isjflifl^^^^x (C57B1/6J, i2iiip, *x\zn Bffimnm 
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BfcL, Quick Prep mRNA Purification Kit (Pharmacia) £rffl^T, ^#<E> 
■Zfu Yu— JHC^oT poly A(+) RNA£#g§U Superscript Choice 
System (Gibco-BRL) &m ^Xy >^A^tJ"V-iC J: 0 cDNA tllbfc, 
5 f#e.tlfe cDNA BstXIT^^— (Invitrogen) £ffl^Tl/ h U^^)V7. 
^^-pMX-SST <D BstXI -tM MClf Al» MPL B (D 5'{|iJ^M cDNA tiy^?— 
S/3>£-fr£io #f)tlfcDNA^E. coli DH10B mzZLUZ hO#lx— 

\yhuK7^Jl7,i^mm/^y<r—^>CfB^ (Plat-E ; Morita e>, Gene Ther. , 
10 7(12): 1063-1066, 2000 ; Ef^ffiSfcffi ttMiliOA 

^) (2 x 10 6 MMMish) \Z Lipofec taurine™!^ (Invitrogen) £/fH>T 

^(DyD h 3 -;HI«£ ^ h 7 >^ 7 li7 3 >bfc„ 10X^7'>J^fFjfilff^ 

jjd dmem fttfs^-c 24 ttnoj&it&ic, mmmmm^mv 2 4B#r^*bm 

15 10-30*) £*§fc o C 0 h □ C7^r J W 7 h 7 ^ TI S S^iffliliS 

(Ba/F3) ll-Zmu RPMI1640 i&i&^T 1 Bffli%mVfr'&. 

96-well "^V-h^HC 1 x lOVwell ttZZ&olzm^. I L - 3 
^^Til^b^o ^l£^mi££ifc&bfcBa/F3£^iRU ^n^^e,^ 
j£K<£Oy/ADNA£}|iliiJLfc. BB^J#^ 3 1 *3ct^3 2 Kl^Sn 

20 at'J^^I/tfK^^Y-tl, A DNA UTPCR£ff 
o£ (98TC, 60#C7>&, 98t:, 20^<fc^68'C, 120 ®& 30 1M 2 )V) . 
ifiJi£nfcBfr>T-£pENTR/D-topo (Invitrogen, g^iS^) td^^D — — > 
i^Lfeo & cDNA-f >-#-— ><Z>^SIE?!I£ BigDye Terminator Cycle 
Sequencing FS Ready Kit (PE Biosystems) 43<fctf DNA gUi^— ^X>-tr— 

25 (ABI Prism 377) Zm^Xfrfehfct 8 O^fr^ cDNA ^ P — > 

(Sst20-6, Sst22-22, Sst9-8, Sstl3-1K Sstl9-15> Sst20-14. Sst21-3*5 

j:tfsst8-5) j&mm'znrzo 
^ ±ts8acD cdna ^ D->^^n^nif A^n^y^x^ hpentr/d- 

T0P0 (20-6). pENTR/D-TOPO (22-22), pENTR/D-TOPO (9-8), pENTR/D- 
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T0P0 (13-11), pENTR/D-TOPO (19-15), pENTR/D-TOPO (20-14), pENTR/D 
-TOPO (21-3)&cktf pENTR/D-TOPO (8-5) > tf^> b^JV 

Escherichia coli ToplO (Invitrogen) ^rJ^K^^b, J^Hfe^ffc 
Escherichia coli ToplO/pENTR/D-TOPO (20-6), Escherichia coli 

5 ToplO/pENTR/D-TOPO (22-22), Escherichia coli ToplO/pENTR/D-TOPO (9- 
8), Escherichia coli ToplO/pENTR/D-TOPO (13-11), Escherichia coli 
ToplO/pENTR/D-TOPO (19-15), Escherichia coli ToplO/pENTR/D-TOPO (20- 
14), Escherichia coli ToplO/pENTR/D-TOPO (21-3)43J;tf Escherichia 
coli ToplO/pENTR/D-TOPO (8-5) HtlklDizMWWiZ* -Ztl^tl 

10 FERM BP-8106, FERM BP-8109, FERM BP-8105, FERM BP-8107, FERM BP-8108, 
FERM BP-8104, FERM BP-8102 & cfc^FERM BP-81 10 <Dgfe##£tt2n, ¥■ 

^14^7^2 B#T2E£f? mmmmm&vmm ®&$L®m&& • 

(=F305-8566 ««»"3< tflfrJlC 1-1-1 6) tcSFffcSnTV* 

15 

mmm 1 T#e>nfc§9& cdna ^zru—^t vxm m* o^ffTTy 

Sst20-14ttefijmi»iia««pS«J&:f63S**Ufc. Sst21-3, 
Sstl3-ll, Sst9-8, Sstl9-15«HeJliJ»mi^^*5V>Tt>^j!)^M$nfc. 

ssti3-n«, mmtis-nxi?B—x&ttwxiz&Kx* nm^oxtit 

KLT^S^±#bfc. J3E^^^Xob/obK:fc^T<&, Mm 

25 OC57bl6/J ^^Xtit$5EUT^ft^±#bfe. 

Sst21-3 MHPi^xJt'^X db/db 1C*5^T, MB?,© C57bl6/J 

tjtttUT58M**±#i^fc. eeffii&»c^kU"5s3T3-Li*ffliajc 
&tt&&m&m'<tt£.zz>* sst2i-3 ^^t^Hfi^iJte^-efe^LT 
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sst2o-i4«. nztitzza-ymfr^iz. v#mmne>ffin\zm&\s52> 

££>K:< Sst20-14, Sstl9-15> Sstl3-ll> Sst21-3«U 9 

5 

mmm i xnzntc 8 ^omm^mh l < aifei© cdna wr^z^^ 

10 (GSPl) 43ct^3' -RACEffljt^#SW^^-f7- (GSP2) (Ss 120-14 iZ 

-D^x\t^n j enm^m^3 3*5<j:tf 3 4 ; ss 122-22 ic^Tte^n^nsa 

^J#^3 5*5<fctf 3 6 ; Sst8-5 iZ-D^Xte^n^nm&m^ 3 7 43i:tK3 
8 ; Sstl9-15 ^OViT^n^niH?iJ#-^3 9^cfc^4 0 ; Sstl3-ll \Z"Z> 
ViT«^-n^tl@2^J#^-4 l43<fctf 4 2 ; Sst9-8 iZ-D^Xfe^ttl^tmpm 
15 ^4 3*5J;^4 4 ; Sst21-3 ^^T^n^tlBS^J#-^4 5 43^)^4 6 ; 
Sst20-6 ^OViT«^-n j 6n@5^iJ#^4 7*3cfc^4 8) SrlSfrU SMART™ 
RACE cDNA amplification kit (clontech) &m^X 5' -RACE 3' - 

RACE^^^sfib^o mmtrn (Dmttmiz&ixmMisrz. C57BL/6JT 

20 (Dffimh&fe^fcffo&'tt'DX cWh*ftMVfCo Z. <D cDNA £r$f?£! t.VX PCR 
£J^T£>&#Tffofc(94 < C 5sec, 72*C 3min=5cycle, 94*0 5sec, 69"C 
lOsec, 72*C 3min=5cycle, 94t: 5sec, 66<C lOsec, 72t: 3min=40cycle) o 

^^JOffiUTlSaiU^:^ PCR4-T0P0 S/ite pENTR/D-TOPO (ViTtlt) 
25 Invitrogen) *Hc TA ^n-~>^L/i, #^nfc^7X5 H©-f >1r-h 
DNA (DgE^J^&K^Ofc^bfct £3. ^m©^ P->t>^^ 0RF £ 
S/vX^tCo £.fc, Sst20-14> Sst22-22 Sst 19-1 5 (dOV>Tteg£<£> 

mt£%> 0RF ^tP2^©^P->^e>tlfe (0RF ©SMKiD^tl^tl 
Long form Short form Lfc) 0 zm^frll cDNA ^ p-> 
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*^tl-6tllf A^tlTty^X^ F pCR4-T0P0(SST20-141ong form), pCR4- 
T0P0(SST20-14short form), pCR4-T0P0(SST22-221ong form), pCR4- 
TOPO(SST22-22short form), pCR4-T0P0 (SST8-5) , pCR4-T0P0(SST19-151ong 
form), pCR4-TOPO(SST19-15short form), pCR4-T0P0(SST13-l 1) , pENTR/D- 

5 TOPO (SST9-8) , pCR4-T0P0 (SST21-3) &<£Zt pCR4-T0P0(SST20-6)T^HMn > 
t?-T"> h-fe;U Escherichia coli ToplO (Invitrogen) Sr^ffife^L, 7^K^ 
gM$(l) Escherichia coli ToplO/pCR4-TOPO(SST20-141ong form), (2) 
Escherichia coli ToplO/pCR4-TOPO(SST20-14short form), (3) 
Escherichia coli Topi 0/pCR4-TOPO(SST22-22 long form), (4) Escherichia 

10 colt ToplO/pCR4-TOPO(SST22-22short form), (5) Escherichia coli 

Topl0/pCR4-T0P0(SST8-5), (6) Escherichia coli Topl0/pCR4-T0P0(SST19- 
15 long form), (7) Escherichia coli Topi 0/pCR4-TOPO(SSTl 9-1 5short 
form), (8) Escherichia coli Topi 0/pCR4-TOPO(SSTl 3-1 1) , (9) 
Escherichia coli ToplO/pENTR/D-TOPO(SST9-8) , (10) Escherichia coli 

15 Topl0/pCR4-T0P0(SST21-3)43 e kr>*(ll) Escherichia coli ToplO/pCR4- 
T0P0(SST20-6)#E£#fc o Ztlt><D*mmmt. ^-tl^nFERM BP-8406, 
FERM BP-8407, FERM BP-8408, FERM BP-8409, FERM BP-8402, FERM BP-8404, 
FERM BP-8405, FERM BP-8403, FERM BP-841K FERM BP-8413 ^3<k£/FERM 
BP-8412 <D^ffe#-^£tt£n, (l)~(8)l'OViT«¥^l 5 (2 0 0 3) f 

20 6^2O0#t> (9)~(llM£O^Tte¥J&l 5 (2 0 0 3)^6^2 40 

ttx*%k±LftmmA mm&ffim&mzim ¥fftt£wmft.±>?- <t305- 

8566 ^m^<«TUmi-l-l 4»^6) Kl?f££*lTV>3o 

25 mmmmmm 3T3-li (D^mmmm^o^mzM-t^mmm 

3T3-L1 fflm& 2xl0 5 cel ls/well <£«&$a? 6-we 1 1 plate iCiMU 10*^7 
v'JJMPlfilfil (Invitrogen)^ DMEM(invitrogen)^4>, 37'CT'C 7 affirm 
Jg*^£®§ILPBS(Invitrogen)T2[Hlife?i^, OPTI-MEM(Invi trogenn) 
£: 2ml /well MlLfc, OPTI-MEM(100 u D&cfctf FuGENE ra 6(10M 1, Roche) £ 
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m&VMmzT 5 #M#*Lfcfc®fc:» ^7X5 FT^5 pCMV- 
Tag4A(Sigma)(E>EcoRI-HindIII — >£flM h t£ SST20-14(Long form) 

cDNA ^SAbT^Lfc^ffl3>X h^^ h pCMV-SST20-14 £ ZiigWAto 

5 3T3-L1 M^JDU 37*CT6l^raiS*bfe^ 1 Q%?7 v'fl&ff jrfatff^iD DMEM 
37 < CT-C40Ptr^*t-^o #^T% $HW&tfl C250nM x^iT"*^ 
VXSigma), 0. 5mM l-*?-)V-M Vtt)V*1?>^>&aytM1B* 10 m 
g/ml -r>*'J>(Sigma), 1 OS 1 } ->|&fiFjfii?f^iO DMEM J§J&] ££&LT72 
Nf^Ubfc. lOX^S/^lfiltf^iPDMEM^^T^^tCg Um& 

10 i8***T&* J«i££»3IU PBST2|IIifei£U 10X*;i^U> 

mytmm) * 2m\ m^x so ftm&w^rc. h^tkt 2 m^#m> oil red-o 

m^fco t<Dm^ SST20-14 £&S«Jfg3i$i*7c 3T3-L1 mm&. ttm?>h 

u-)v 3T3-li «saiiatcitttLT, mtt5m<DWfittfm®L&cFiz&%mm'vfe& 

3T3-L1 3Sfflfl&£ 4xl0 5 cel ls/well ©ttHSIkT 6-well plate ^SSb, 10*^7 
20 5/J}&fiFjflim(Invitrogen)^j!]aDMEM(Invitrogen)lgitt^> 37X^-1? 5 B ffl&m 
ftitigifc C250nM x+lf-^^/XSigmaK 0. 5mM l-*9-)]r-Z-4 
;i/*+r>xXfnft&e^K 10Atg/ml -f >7>U XSigmaK lOX^^ll&fipjfilW 
S^JlP DMEM i&Jfe] fcX&U £Sfc24PSrW#*b&. $MW&«l^<&£8l<BIR» 
TNF- a (Genzyme Techne) ^n-eninM, lOOpM lOpM (OWStZWQK. 

25 Wb7Co i&^T^, PBS(Invitrogen)Tife#L7c:^ Wfife&WSL^tz.. 
W^tdmW^h^mk £ RNAeasy ki t (Qiagen) £fflV>T, ki t Sstt<D#JlK 
♦ KlfiEoTSflfcLfc. £&ISL7c*& RNA Srffl^T, SST20-U *3j;tfrtaMR*Pi: 
LTfflV>£ 36B4 <D mRNAfgJIMS: TaqMan PCR(Applied B iosys terns) £JfH>T 
JMUfc. ^7jPL7cTNF-a<7)iiS^#LTSST20-14<7)^» 
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hu-)v aw-ammu) \z&&isTm7o%<Dmmi&T&m#>t>titzo 

3T3-L1 MM& 4xl0 5 cel ls/well ©ttUI&Bre 6-we 1 1 plate tCjtSU 10X^7 
^Jj&'ffJlilfiKlnvitroge^mjPDMEMdnvitrogen)^^^, 37"CTT 5 BIHUftH 
ft, $Mfci&% [250nM 5*=lr-!M ^ V/XSigma) , 0. 5mM 1-* 3^-3-^ 7!/^ 
)^D->9-y^Q^tmm). lO^g/ml -f >XU XSigmaK lOX^vJteffjfilff 
10 DMEM Jftfe] fc^SILfc. ^t#*^©S!tft©IB» -f U >Jfttttt3fc 

#H7f»*4ftBllf^-^U^V/>(10jLtM» ttEaM)&ifittlL/. -f>*U># 
ftTT72B*M«fltUfc. i&*3&7&, PBS(Invitrogen)T^#Lfeft, IBIJgi 
^lEjiRLfc. 0iRbfcJSffl!ia^e>i^RNA £ RNAeasy ki t (Qiagen) £ffll>T> kit 

15 gB^P£bTffl^£ 36B4 ©mRNA^aSr TaqMan PCR(Applied Biosystems) 

25 -5. 

CSB*U#* :31) 



WO 2004/007711 



128 



CT/JP2003/008690 



86©^-TT-i UTMt^< mmZtlttV zi* 2 Vtt Ho 
C@B^J#^: 3 2] 

5 ClBJiJ#-^ : 33) 

mSST20-14 (D^^U- HT5&SE?!l£l^5rr 5* -RACE ffl3t^ 

CE*J#*§- : 3 4) 

mSST20-14 £>£:S£:3- Ht-S^SSB^J^JTr 3' -RACE fflitfe 

io ^$&wy^-r £ isxmm-tK nwrzntt u =f* * u*-^ h. 

CSE?"J#^ : 3 5] 

mSST22-22 <D£g£3- F-rzmmffiFl&fflfeTZfcftO 5' -RACE /flitfc 

^^■/^ i ut^-t^< ^th^nfc^ g =f ^ ^ h. 

CSB?ij#^ : 3 6) 

15 mSST22-22 CD^rS^r^- ZfcVXD 3' -RACE fflitfc 

^n«y7-f ^-hvxmmr^<m^nr^ u =r* * h. 

CE*I#^ : 37) 

mSST8-5 <D£&*U- IftZtclbO) 5* -RACE 

#mW^^-r^-tUTatET^<|gfh$n7t^U^^U^Ho 
20 C6S^J#^ : 3 8) 

mSST8-5 <D±&&n- F-TZI&M&m&fSlfe-rzittiXD 3' -RACE 

CE^iJ#^ : 3 9) 

mSST19-15 <D±&*Z2- \z-rZ>1&&mP\&mfe~?Ztclb<D 5' -RACE fflitfc 
25 f#SW^7^ l/T$figT^< tSfhStlfc* U rf * * U*?- Ho 
CE^iJ#^ : 4 0) 

mSST19-15 <D±&*n- HTS&ggS^J^JrT 3 3' -RACEfflitfe 

CgB^"J#^ :41) 
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mSST13-ll CD±S£3-FT5&^i^^J£l?0£T3fc66©5 , -RACE ffliHg 
C@2^iJ#^ : 4 2) 

mSST13-ll <D£;g£3-FT3mSIB^J£I^T5/i^5&CE>3 , -RACE fflitfc 
CSB^iJ#^ : 4 33 

mSST9-8 (D±&*n- %&miM*mfc? %>1t#>V> 5' -RACE fflit^ 

#^^^-r ^-<fc bT^-r^< mmznrc* u ? f. 

CS5^J#^- : 4 4] 

10 mSST9-8<0£:B£:3-F?•£ft3^mH£"r*&«>a>3 , -RACE fflSte^ 

ftmw)??^ 1. vxmm-r^< tzntzntt u zr * f. 

CI3^iJ#^ : 4 5 ] 

mSST21-3 ©4fiS3- h-rS*ft3H35(l*^*r*fc«>© 5' -RACEffljtfc 

^^5^ -7- £ brawif^ «ttsrut*u zf* # v** f. 

15 CBB^'J#^ : 4 6] 

mSST21-3 <D£S&n- F"T**»IB#l&lRlJrr*£«>© 3' -RACEfflitfc 

T&mw??^ -7- 1 tTiit^ < nfc* u zf * * f. 

CSe^iJ#^ : 4 7] 

mSST20-6 CD^gSrZi- F "T 3 &S8E?iJ£l^?rr& 5* -RACE 

20 ^#g«:/7>r t — t vxmm-r^ < tsu-s nit* u zr* * f. 

m#m^: 4 83 

mSST20-6 (£>:£:ft£Zi — &mMsWM&mfe1r Z>tz.&V> 3' -RACE fflitfe 
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it j& co ffi m 

5 

3 . 2 fB«fc(D# U * ^ H *> b < li^Pty '»^0»*tl/T 

4 . i lemones *> b < «-€-©bp»^^ f 

15 

6 . »^ 5 flBttDSSKfc b < F £ a - Kf *««E5>IS^ 
20 tftfU^u^F. 

7. «^6f2«tO^U^^lx^Hfeb<^^P-fe^^>^(D^^bT 
g&£^tf#U;*^U:*^F. 

25 

8 . fflt#3C 5 fBifcO^&K b < F £fZ\tt(DmzM'?2> 



9. ib^j#^: 6T^^n-g>7^/s?iB3?ijtiwi— hv<itmmmz^~(D 
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1 0. it^9fB«c(DSeK : fob<M^^y^F^zi-H-r§^SSe^J<£: 

5 

1 1. mimi 0&m<D#V*#U*?\ : *>l'<\Z'7n*.y>>>ff<Dm&£ 
CD— g&£^tf# U * ^ U^-^ Ho 
10 12. |»^9fE«c7)ge«t)L,<^^^y^H^fe«^c7)j^^-r 

1 3. S23Wf : 8T^b£*l£7^/&@2?U<fc[^ u < fcmsttfHdi^- 
15 

i 4. 3tB^c7)se»feb<«^^^H*^-i 4 -r^mss2^j 



1 5. I#3&®1 4Un<D#VZ9l'*?'\ t *>V<\Z'7u<tey>>>#<Dtt&ii 
20 LTK#'J 5? ^ H*4DS*0»HB^'»i:ffi*IW*:*SE^J*fctt* 
<Z)-gB£^trtf U * 2 Vtt Ho 



1 6. MM&Kl 3IB*©Sa»feL<tt^©*B?^^ , 5 1 H*fctt^©Jft^ 

17. g23W§ : i ox&tD2nz7$;mmmtm-''bi<<\zmnmzm 



1 8. mntmi 7&n<DS&nbL<te&ft'<'7?'\'&n>-\*'tzmm&m 
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22. w*«2 iiH«<z)^aM ; bb<«^^y^H^=3-F-r^>^»@a^j 

15 

2 3. HF^9I2 2fB«fe©^U^^l^^H 5 bb<«^D-fey5/>^<7)^i: 
# U 5? ^ Ho 

20 2 4. ff«t2 lf2«0^a«feb<«-€-©g|5^7 p ^K*fe«^(D^C*f 
2 5. SE?iJ#*§: 1 4Tm33n*7 5/KE*JfcH— *>b<«*»WKI^ 

25 



2 7. Mf3ftH2 6mm<D#>)X?Utt\*hl><lt-7n-£y>'><!?<Dl&M£ 
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<D— U * ^ VJrJ- Ho 
5 T^iri^o 

29. MH^iJ#-^: 1 6 Tat>StlS7 5 /KIB^JtPI— fcU< 

-<d 7 5 y m@B^j sr-a t?s a st *> u < <d%# ^ ^ h * & oia. 

10 3 0. g|3fc3l2 9|B«©Se«t>L<tt«^^K*3--K-r«li[«B2^J 
15 ©— SSS^tytfU^l^^F. 

20 3 3. @2a?iJ#^: 1 8 T^^tl^T^ / BMBTUtl^— *> b < te^SttfJKUsI 

3 4. §ft$93 3«B«©se«t>u<ttas^^K&=i-H-r*«[*iB^i 

25 
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3 6. St3£«3 3IB«©Se»feU<tt^©»^^H*fctt^i&fc» 

3 7. @B^J#^: 2 0T?«toSn475/8fiJliRI-t)b<tt**WHRI 

10 3 9. 1*^3 SlBttOtfU^U^FfcL^i^o-fey 
15 -rstfiffco 

20 42. m^MA ifBm©^e« ! bb<^^^H*3-HT^>^sga3?ij 

4 3. If ^4 2fBm©^U^^U^h* ! bL<Hyp-k^>'>y©^m<h 
25 ©— gP^^-tT^U^^U^Ho 

4 4. gft££4 l|BmcDMeMt>b<«^©^^y5 1 K*^:«^-©^'M 
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4 5. ■iJj&Bl, 5, 9, 13, 17, 2 1, 25, 29, 33, 3 7 *fc 
te 4 1 IBa^^SS t> b < tt-€-©85»^^ H *fcte^<D&£^W bT&£ 

5 4 6. ift££ 2, 6, 10, 14, 18, 22, 26, 30, 34, 38* 
fcte4 2fB«<D^U^^l/^^H<&^WbT^^>E^o 

4 7 . »3&^ 3, 7, 1 1, 15, 19, 23, 27, 31, 35, 39* 
fete 4 3fS«(D^U^^U^H^WLT^^>E^o 

10 

4 8. W^4, 8, 12, 16, 20, 24, 28, 32, 36, 40* 

15 m - femmx*$>2>m&y%4 5~4 8<D^-rn^\zmm<Dmmo 

5 0 . If ^ 2, 6, 10, 14, 18, 22, 26, 30, 34, 3 8 
b< te4 2BE*tf>#U i/tf H^fctt^O- SS*^WbTfeS^»f*. 

20 5 1. 3, 7, 11, 15, 19, 23, 27, 31, 35, 39* 

fete 4 3 tzmvtf U * F £"£*T bT&£^#rl!lo 

52. IS^4, 8, 1 2, 1 6, 2 0, 2 4, 2 8, 3 2, 3 6, 4 0* 

7cte4 4nmv>faw*^mvxtzz>mmm<. 

25 

mx$>z>mim. 5 0-52 m*-?nfrizmm<D&m^. 



54. mami. 5, 9, 13, 17, 21, 25, 29, 33, 37^ 
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©m, $> z> tr > «KS a » * tt* ©m t ntfc^ft * tt-t <Dm t 

5 

5 5 . If ^ l , 5, 9, 13, 1 7, 2 1, 25, 29, 33, 3 7^ 
10 i*Ste^i:;fct«©*i.©;*?'J-— >?m*F-y K 

15 5 7. JI&i»ifflJ!a©^l2*J;tX/*fcttf^i»«IIB©SS^M-¥"rs^A© : f > 

5 8. Mr3&92, 6, 1 0, 14, 18,2 2, 26, 30, 34, 3 8 
b < «4 2 I2«©^ U * * Vtt F Sfctt-£©-»£ffl V>£ H <h T 
20 5, ffit^l, 5, 9, 13, 17, 21, 25, 29, 33, 3 7 

4 1 iB«©M H-r^it^©^*^^^^^^^*^^ 
©m©X^U-->^^o 

5 9 . m$tm 2, 6, 10, 14, 18, 22, 26, 30, 34, 3 8 t> 
25 L<«4 2f2a©^U^^U^H*7c«^©-^Sr^"r^§, 1 , 

5, 9, 13, 17, 21, 25, 29, 33, 3 7 £*!:te4 1 fBi!t©Sfi 
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6 1. ilft«0»i^/tfc™iiOl«4t§^I©f 

5 ®i • mmnn~fcz>m&m 6 o tzmvmm* 

6 2. m^4, 8, 12, 16, 20, 24, 28, 32, 36, 40* 
&tfZ>m$tmi* 5, 9, 13, 17, 21, 25, 29, 33, 37£fc 

6 3. ffi$OM4. 8, 12, 16, 20, 24, 28, 32, 36, 40* 

td$4 4m t m.<DHjiW*^hji:uz>. mmm^b u < \%nmftmz&tfz>mim. 

15 1, 5, 9, 13, 17, 21, 25, 29, 33, 3 7 ££te4 1 fEScCD 

6 4. |*3#H6 2fB«<7)^*^J«^6 3sS^^^ h£fflWTf#e>n 
20 5 5^tS?5:^Ol^fl/T^5EI. 

6 5. l|gteiM<7^b&£tf/*;^ 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Novel Proteins and Use Thereof 
<130> 3083W00P 



8 



50> JP 2002-201856 
51> 2002-07-10 



<160> 48 

<170> Patentln version 3.1 

<210> 1 

<211> 1836 



<212> 
<213> 



DNA 
Mus musculus 



<220> 

<221> CDS 

<222> (1)..(1833) 

<223> 

<220> 

<221> sig_peptide 

<222> (1)..(69) 
<223> 

<220> 

<221> mat peptide 

<222> aoj.. 0 

<223> 
<220> 

<221> misc feature 

<222> (7987.. (798) j u 

<223> 'n' stands for unidentified base. 

atggc/ggc age agg ggc ctg cca etc eta ctg ctg gtg ctt cag etc 48 
Met Ala Gly Ser Arg Gly Leu Pro Leu Leu Leu Leu Val Leu Gin Leu 
-20 -15 -10 

ttc ctg ggc cct gtg ctg cct gtg agg gca cct gtg tit ggc cga agt 96 
Phe Leu Gly Pro Val Leu Pro Val Arg Ala Pro Val Phe Gly Arg Ser 
-5 -11 5 

gac acc ccc acc ctg age ccc gag gag aat gaa ttt gtg gag gaa gag 144 
Asp Thr Pro Thr Leu Ser Pro Glu Glu Asn Glu Phe Val Glu Glu Glu 
10 15 20 25 

aat cag cca gtg ctg gtt ctg age tec gag gag cca gag cct ggc cca 192 
Asn Gin Pro Val Leu Val Leu Ser Ser Glu Glu Pro Glu Pro Gly Pro 
30 35 40 

gec act gtc gac tgt ccc cga gat tgt gec tgt tec cag. gaa ggt gta 240 
Ala Thr Val Asp Cys Pro Arg Asp Cys Ala Cys Ser Gin Glu Gly Val 
45 50 55 
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gtg gac tgt ggt ggc alt gac ctg cgt gag ttt cca ggc gac ctg ccc 
Val Asp Cys Gly Gly He Asp Leu Arg Glu Phe Pro Gly Asp Leu Pro 
60 65 70 

gag cac acc aac cat etc tec ttg cag aac aac cag ctg gag aag ate 
Glu His Thr Asn His Leu Ser Leu Gin Asn Asn Gin Leu Glu Lys He 
75 80 85 

tac ccc gag gag ctg tec egg ctg cag egg ctg gag acg ctg aac ctg 
Tyr Pro Glu Glu Leu Ser Arg Leu Gin Arg Leu Glu Thr Leu Asn Leu 
90 95 " 100 105 

cag aac* aac cgc ctg aca tec cga ggg etc cca gag gag gca ttt gag 
Gin Asn Asn Arg Leu Thr Ser Arg Gly Leu Pro Glu Glu Ala Phe Glu 
110 115 120 

cat ctt act age etc aat tac ctg tac ctg gec aac aac aag ctg aca 
His Leu Thr Ser Leu Asn Tyr Leu Tyr Leu Ala Asn Asn Lys Leu Thr 
125 130 135 

ctg gca ccc cga ttc ctg cca aac gec ctg ate agt gtg gac ttt get 
Leu Ala Pro Arg Phe Leu Pro Asn Ala Leu He Ser Val Asp Phe Ala 
140 145 150 

gec aat tat etc act aag ate tat gga etc acc ttt ggc caa aag cca 
Ala Asn Tyr Leu Thr Lys He Tyr Gly Leu Thr Phe Gly Gin Lys Pro 
155 160 165 

aat ctg agg let gtg tac ctg cat aac aac aag eta gca gat gee ggg 
Asn Leu Arg Ser Val Tyr Leu His Asn Asn Lys Leu Ala Asp Ala Gly 
170 175 180 185 

ctg ccg gac cac atg ttc aat ggc tec age aac gtc gag ate eta ate 
Leu Pro Asp His Met Phe Asn Gly Ser Ser Asn Val Glu He Leu He 
190 195 200 

ctg tec age aac ttc ctg cgc cat gtg ccc aag cac ctg cca ccc get 
Leu Ser Ser Asn Phe Leu Arg His Val Pro Lys His Leu Pro Pro Ala 
205 210 215 

ctg tac aag ctg cac etc aag aac aat aag eta gag aag ate ccc cct 
Leu Tyr Lys Leu His Leu Lys Asn Asn Lys Leu Glu Lys He Pro Pro 



220 



225 



230 



:ag ctg age aac eta cgn gaa etc tac ctg cag aac 
lu Leu Ser Asn Leu Arg Glu Leu Tyr Leu Gin Asn 
240 245 



ggg gec ttc agt 
Gly Ala Phe Ser 
235 

aac tac ctg acc gac gag ggt ctg gac aac gag acc ttc tgg aag ctg 
Asn Tyr Leu Thr Asp Glu Gly Leu Asp Asn Glu Thr Phe Trp Lys Leu 
250 255 260 265 

tec age ctg gag tac ctg gac ttg tec age acc aac ctg teg agg gtc 
Ser Ser Leu Glu Tyr Leu Asp Leu Ser Ser Thr Asn Leu Ser Arg Val 
270 . 275 280 

cca gcg ggt ctt ccc cgc age ctg gtc ctg ctg cac ctg gag aaa aat 
Pro Ala Gly Leu Pro Arg Ser Leu Val Leu Leu His Leu Glu Lys Asn 
285 290 295 

gee ate cag age gta gaa get gat gtg ctg aca ccc ate cgc aac ctg 
Ala He Gin Ser Val Glu Ala Asp Val Leu Thr Pro He Arg Asn Leu 



288 
336 
384 
432 
480 
528 
576 
624 
672 
720 
768 
816 
864 
912 
960 
1008 
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300 



305 



310 



gag tac ctg ctg eta cat age aac cag ctg cag gcc aag ggt ate cac 
Glu Tyr Leu Leu Leu His Ser Asn Gin Leu Gin Ala Lys Gly He His 
315 320 325 

cca ctg gcc tie cag ggc etc aag aag etc cac aca gtg cat eta tac 
Pro Leu Ala Phe Gin Gly Leu Lys Lys Leu His Thr Val His Leu Tyr 
330 335 340 345 

aac aac gcg ctg gaa cgt gtg ccc age ggc ctg ccc cgc cga gtg cgc 
Asn Asn Ala Leu Glu Arg Val Pro Ser Gly Leu Pro Arg Arg Val Arg 
350 355 360 

acc etc atg ate ctg cac aac cag att aca ggc ata ggc cgt gag gac 
Thr Leu Met lie Leu His Asn Gin He Thr Gly He Gly Arg Glu Asp 
365 370 375 

ttc get acc acc tac ttc ctg gaa gag etc aac etc age tac aac cgc 
Phe Ala Thr Thr Tyr Phe Leu Glu Glu Leu Asn Leu Ser Tyr Asn Arg 
380 385 390 

ate acc age cca cag atg cac cga gat gcc ttc cgc aag eta cgc ctg 
lie Thr Ser Pro Gin Met His Arg Asp Ala Phe Arg Lys Leu Arg Leu 
395 400 405 

ctg cgt tea ctt gac ttg tct ggc aac cgt ctg caa aca ctg cct cca 
Leu Arg Ser Leu Asp Leu Ser Gly Asn Arg Leu Gin Thr Leu Pro Pro 
410 415 420 425 

ggc ctg ccg aaa aac gta cac gtg etc aag gtc aag egg aat gag ctg 
Gly Leu Pro Lys Asn Val His Val Leu Lys Val Lys Arg Asn Glu Leu 
430 435 440 

get gcc ctg gca cgt ggg gca eta get ggc atg gcc cag ctt egg gaa 
Ala Ala Leu Ala Arg Gly Ala Leu Ala Gly Met Ala Gin Leu Arg Glu 
445 450 455 

etc tac etc aca ggc aac cga ctg cga age egg gcc ctg gga ccc cgt 
Leu Tyr Leu Thr Gly Asn Arg Leu Arg Ser Arg Ala Leu Gly Pro Arg 
460 465 470 

gcc tgg gtg gac ctt get ggt ctg cag ctg ctg gac ate get ggg aat 
Ala Trp Val Asp Leu Ala Gly Leu Gin Leu Leu Asp He Ala Gly Asn 



475 



480 



485 



cag etc aca gag gtc cct gag ggg etc ccc cca tct ctg gag tat ctg 

Gin Leu Thr Glu Val Pro Glu Gly Leu Pro Pro Ser Leu Glu Tyr Leu 

490 495 500 505 

tac ctg cag aat aac aag att agt gcc gtt cct gcc aac gcc ttt gac 

Tyr Leu Gin Asn Asn Lys He Ser Ala Val Pro Ala Asn Ala Phe Asp 

510 515 520 

tec act ccc aac ctt aag ggg ate ttt etc agg ttc aac aag ctg get 

Ser Thr Pro Asn Leu Lys Gly He Phe Leu Arg Phe Asn Lys Leu Ala 

525 530 535 

gtg ggc tec gtg gtg gaa age gcc ttc egg agg ctg aaa cac ctg cag 

Val Gly Ser Val Val Glu Ser Ala Phe Arg Arg Leu Lys His Leu Gin 

540 545 550 



1056 

1104 

1152 

1200 

1248 

1296 

1344 

1392 

1440 

1488 

1536 

1584 

1632 

1680 

1728 
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gtc ttg gac att gaa ggc aac ttt gag ttt ggt aat ggt tec aag gac 1776 
Val Leu Asp He Glu Gly Asn Phe Glu Phe Gly Asn Gly Ser Lys Asp 
555 560 565 

aaa gat gag gaa gag gaa gaa gag gag gaa gag gaa gat gag gaa gag 1824 
Lys Asp Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Asp Glu Glu Glu 
570 575 580 585 

gaa act aga tag 1836 
Glu Thr Arg 



C210> 2 

C21 1> 611 

C21 2> PRT 

<213> Mus musculus 

<400> 2 

Met Ala Gly Ser Arg Gly Leu Pro Leu Leu Leu Leu Yal Leu Gin Leu 
-20 -15 -10 

Phe Leu Gly Pro Val Leu Pro Val Arg Ala Pro Val Phe Gly Arg Ser 
-5 -11 5 

Asp Thr Pro Thr Leu Ser Pro Glu Glu Asn Glu Phe Val Glu Glu Glu 
10 15 20 25 

Asn Gin Pro Val Leu Val Leu Ser Ser Glu Glu Pro Glu Pro Gly Pro 
30 35 40 

Ala Thr Val Asp Cys Pro Arg Asp Cys Ala Cys Ser Gin Glu Gly Val 
45 50 55 

Val Asp Cys Gly Gly lie Asp Leu Arg Glu Phe Pro Gly Asp Leu Pro 
60 65 70 

Glu His Thr Asn His Leu Ser Leu Gin Asn Asn Gin Leu Glu Lys He 
75 80 85 

Tyr Pro Glu Glu Leu Ser Arg Leu Gin Arg Leu Glu Thr Leu Asn Leu 
90 95 100 105 

Gin Asn Asn Arg Leu Thr Ser Arg Gly Leu Pro Glu Glu Ala Phe Glu 
110 115 120 

His Leu Thr Ser Leu Asn Tyr Leu Tyr Leu Ala Asn Asn Lys Leu Thr 
125 130 135 

Leu Ala Pro Arg Phe Leu Pro Asn Ala Leu He Ser Val Asp Phe Ala 
140 145 150 
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Ala Asn Tyr Leu Thr Lys He Tyr Gly Leu Thr Phe Gly Gin Lys Pro 
155 160 165 



Asn Leu Arg Ser Val Tyr Leu His Asn Asn Lys Leu Ala Asp Ala Gly 
170 175 180 185 



Leu Pro Asp His Met Phe Asn Gly Ser Ser Asn Val Glu lie Leu lie 
190 195 200 



Leu Ser Ser Asn Phe Leu Arg His Val Pro Lys His Leu Pro Pro Ala 
205 210 215 



Leu Tyr Lys Leu His Leu Lys Asn Asn Lys Leu Glu Lys He Pro Pro 
220 225 230 



Gly Ala Phe Ser Glu Leu Ser Asn Leu Arg Glu Leu Tyr Leu Gin Asn 
235 240 245 



Asn Tyr Leu Thr Asp Glu Gly Leu Asp Asn Glu Thr Phe Trp Lys Leu 
250 255 260 265 



Ser Ser Leu Glu Tyr Leu Asp Leu Ser Ser Thr Asn Leu Ser Arg Val 
270 275 280 



Pro Ala Gly Leu Pro Arg Ser Leu Val Leu Leu His Leu Glu Lys Asn 
285 290 295 



Ala He Gin Ser Val Glu Ala Asp Val Leu Thr Pro lie Arg Asn Leu 
300 305 310 



Glu Tyr. Leu Leu Leu His Ser Asn Gin Leu Gin Ala Lys Gly He His 
315 320 325 



Pro Leu Ala Phe Gin Gly Leu Lys Lys Leu His Thr Val His Leu Tyr 
330 335 340 345 



Asn Asn Ala Leu Glu Arg Val Pro Ser Gly Leu Pro Arg Arg Val Arg 
350 355 360 



Thr Leu Mel He Leu His Asn Gin He Thr Gly He Gly Arg Glu Asp 
365 370 375 



Phe Ala Thr Thr Tyr Phe Leu Glu Glu Leu Asn Leu Ser Tyr Asn Arg 



380 



385 



390 
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lie Thr Ser Pro Gin Met His Arg Asp Ala Phe Arg Lys Leu Arg Leu 
395 400 405 



Leu Arg Ser Leu Asp Leu Ser Gly Asn Arg Leu Gin Thr Leu Pro Pro 
410 415 420 425 



Gly Leu Pro Lys Asn Val His Val Leu Lys Val Lys Arg Asn Glu Leu 
430 435 440 



Ala Ala Leu Ala Arg Gly Ala Leu Ala Gly Met Ala Gin Leu Arg Glu 
445 450 455 



Leu Tyr Leu Thr Gly Asn Arg Leu Arg Ser Arg Ala Leu Gly Pro Arg 
460 465 470 



Ala Trp Val Asp Leu Ala Gly Leu Gin Leu Leu Asp He Ala Gly Asn 
475 480 485 

Gin Leu Thr Glu Val Pro Glu Gly Leu Pro Pro Ser Leu Glu Tyr Leu 

490 495 500 505 



Tyr Leu Gin Asn Asn Lys He Ser Ala Val Pro Ala Asn Ala Phe Asp 
510 515 520 



Ser Thr Pro Asn Leu Lys Gly lie Phe Leu Arg Phe Asn Lys Leu Ala 
525 530 535 



Val Gly Ser Val Val Glu Ser Ala Phe Arg Arg Leu Lys His Leu Gin 
540 545 550 



Val Leu Asp He Glu Gly Asn Phe Glu Phe Gly Asn Gly Ser Lys Asp 
555 560 565 



Lys Asp Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Asp Glu Glu Glu 
570 575 580 585 



Glu Thr Arg 



<210> 3 
<211> 480 



212> DNA 

[213> Mus musculus 

;220> 

221> CDS 

222> (1)..(477) 



223> 
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<220> 

<221> sigLPeptide 
<222> (1).. (69) 
<223> 

<220> 

<22I> mat peptide 
<222> (70K. 0 
<223> 

atg°gct 3 ggc age agg ggc ctg cca etc eta ctg ctg gtg ctt cag etc 48 
Met Ala Gly Ser Arg Gly Leu Pro Leu Leu Leu Leu Val Leu Gin Leu 
-20 -15 -10 

ttc ctg ggc cct gtg ctg cct gtg agg gca cct gtg ttt ggc cga agt 96 
Phe Leu Gly Pro Val Leu Pro Val Arg Ala Pro Val Phe Gly Arg Ser 
-5 -11 5 

gac acc ccc ace ctg age ccc gag gag aat gaa ttt gtg gag gaa gag 144 
Asp Thr Pro Thr Leu Ser Pro Glu Glu Asn Glu Phe Val Glu Glu Glu 
10 15 20 25 

aat cag cca gtg ctg gtt ctg age tec gag gag cca gag cct ggc cca 192 
Asn Gin Pro Val Leu Val Leu Ser Ser Glu Glu Pro Glu Pro Gly Pro 
30 35 40 

gcc act gtc gac tgt ccc cga gat tgt gcc tgt tec cag gaa ggt gta 240 
Ala Thr Val Asp Cys Pro Arg Asp Cys Ala Cys Ser Gin Glu Gly Val 
45 50 55 

gtg gac tgt ggt ggc att gac ctg cgt gag ttt cca ggc gac ctg ccc 288 
Val Asp Cys Gly Gly He Asp Leu Arg Glu Phe Pro Gly Asp Leu Pro 
60 65 70 

ag cac acc aac cat etc tec ttg cag aac aac cag ctg gag aag ate 336 
lu His Thr Asn His Leu Ser Leu Gin Asn Asn Gin Leu Glu Lys He 
75 80 85 

tac ccc gag gag ctg tec egg ctg cag egg ctg gag acg ctg aac ctg 384 
Tyr Pro Glu Glu Leu Ser Arg Leu Gin Arg Leu Glu Thr Leu Asn Leu 
90 95 100 105 

cag aac aac cgc ctg aca tec cga get gac act ggc acc ccg att cct 432 
Gin Asn Asn Arg Leu Thr Ser Arg Ala Asp Thr Gly Thr Pro lie Pro 
110 115 120 

gcc aaa cgc cct gat cag tgt gga ctt tgc tgc caa tta tct cac taa 480 
Ala Lys Arg Pro Asp Gin Cys Gly Leu Cys Cys Gin Leu Ser His 
125 130 135 

<210> 4 

<211> 159 

<212> PRT 

<213> Mus musculus 

<400> 4 

Met Ala Gly Ser Arg Gly Leu Pro Leu Leu Leu Leu Val Leu Gin Leu 
-20 -15 -10 
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Phe Leu Gly Pro Val Leu Pro Val Arg Ala Pro Val Phe Gly Arg Ser 
-5 -11 5 



Asp Thr Pro Thr Leu Ser Pro Glu Glu Asn Glu Phe Val Glu Glu Glu 
10 15 20 25 



Asn Gin Pro Val Leu Val Leu Ser Ser Glu Glu Pro Glu Pro Gly Pro 
30 35 40 



Ala Thr Val Asp Cys Pro Arg Asp Cys Ala Cys Ser Gin Glu Gly Val 
45 50 55 



Val Asp Cys Gly Gly He Asp Leu Arg Glu Phe Pro Gly Asp Leu Pro 
60 65 70 



Glu His Thr Asn His Leu Ser Leu Gin Asn Asn Gin Leu Glu Lys He 
75 80 85 



Tyr Pro Glu Glu Leu Ser Arg Leu Gin Arg Leu Glu Thr Leu Asn Leu 
90 95 100 105 



Gin Asn Asn Arg Leu Thr Ser Arg Ala Asp Thr Gly Thr Pro lie Pro 
110 115 120 



Ala Lys Arg Pro Asp Gin Cys Gly Leu Cys Cys Gin Leu Ser His 



130 



135 



210> 5 

;211> 1092 

.21 2> DNA 

213> Mus : 



muscuius 




<220> 



<221> sig_peptid 
<222> (1)..(180) 



<223> 



de 



<220> 





48 



WO 2004/007711 



►CT/JP2003/008690 



9/51 



egg gtc teg ggc cac cga gcg ccg tct tea ccc age gec atg get gtg 96 
Arg Val Ser Gly His Arg Ala Pro Ser Ser Pro Ser Ala Met Ala Val 
-40 -35 -30 

gee get gtc ggc cgc ccg aga gee ctg cgc tgc ccg ctg tig etc ctg 144 
Ala Ala Val Gly Arg Pro Arg Ala Leu Arg Cys Pro Leu Leu Leu Leu 
-25 -20 -15 

ctg tea etc ctg ctg gta gee ggc cct gcg ctg ggc tgg aac gac cct 192 
Leu Ser Leu Leu Leu Val Ala Gly Pro Ala Leu Gly Trp Asn Asp Pro 
-10 -5 -1 1 

gac aga ata etc ttg egg gat gtg aaa get ctt acc etc tac tec gac 240 
Asp Arg He Leu Leu Arg Asp Val Lys Ala Leu Thr Leu Tyr Ser Asp 
5 10 15 20 

cgc tac acc acc tec egg agg ctg gac cct ate cca cag ttg aag tgt 288 
Arg Tyr Thr Thr Ser Arg Arg Leu Asp Pro He Pro Gin Leu Lys Cys 
25 30 35 

gtt gga ggc acc gee ggt Igt gag gec tat acc ccc agg gtg ata cag 336 
Val Gly Gly Thr Ala Gly Cys Glu Ala Tyr Thr Pro Arg Val He Gin 
40 45 50 

tgc cag aac aaa ggc tgg gat ggc tac gat gta cag tgg gaa tgt aag 384 
Cys Gin Asn Lys Gly Trp Asp Gly Tyr Asp Val Gin Trp Glu Cys Lys 
55 60 65 

acc gac ttg gat att gca tac aaa ttt ggc aaa act gtg gtg age tgt 432 
Thr Asp Leu Asp He Ala Tyr Lys Phe Gly Lys Thr Val Val Ser Cys 
70 75 80 

gaa ggc tac gag tec tct gaa gac cag tat gtc etc agg ggt tec tgc 480 
Glu Gly Tyr Glu Ser Ser Glu Asp Gin Tyr Val Leu Arg Gly Ser Cys 
85 90 95 100 

ggc ttg gag tac aac tta gat tac aca gag ctg ggc ctg aag aaa ctg 528 
Gly Leu Glu Tyr Asn Leu Asp Tyr Thr Glu Leu Gly Leu Lys Lys Leu 
105 110 115 

aag gag tct gga aag cac cag ggc ttc tct gat tal tat cac aag ctg 576 
Lys Glu Ser Gly Lys His Gin Gly Phe Ser Asp Tyr Tyr His Lys Leu 
120 125 130 

tgc tec tea gat tec tgt ggc ttt att acc att gca gta ctg ttt gtt 624 
Cys Ser Ser Asp Ser Cys Gly Phe He Thr He Ala Val Leu Phe Val 
135 140 145 

etc gee ttt gcg gtt tac aag ctg ttc etc age gat ggc cag ggg teg 672 
Leu Ala Phe Ala Val Tyr Lys Leu Phe Leu Ser Asp Gly Gin Gly Ser 
150 155 160 

cct ccg ccg tat tct gag cac ccg cca # tac tea gag cac tct cag agg 720 
Pro Pro Pro Tyr Ser Glu His Pro Pro Tyr Ser Glu His Ser Gin Arg 
165 170 175 180 

ttt gec agt gec gca ggg gcg cct cct ccg ggc ttt aag teg gag ttc 768 
Phe Ala Ser Ala Ala Gly Ala Pro Pro Pro Gly Phe Lys Ser Glu Phe 
185 190 195 

aca gga cca cag aat act ggc tal ggt gca age tct ggc ttc ggg agt 816 
Thr Gly Pro Gin Asn Thr Gly Tyr Gly Ala Ser Ser Gly Phe Gly Ser 



m 
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200 205 210 

get ttt gga ggc caa ggc tat ggc agt tea ggg ccg ggg tic tgg tct 864 
Ala Phe Gly Gly Gin Gly Tyr Giy Ser Ser Gly Pro Gly Phe Trp Ser 
215 220 225 

ggc ctg gga get gga gga ctg ctt ggg tat ttg ttt ggc age aac aga 912 
Gly Leu Gly Ala Gly Gly Leu Leu Gly Tyr Leu Phe Gly Ser Asn Arg 
230 235 240 

gcg gcg acg cct ttc tea gac teg tgg tac cat cca gec tac cct cct 960 
Ala Ala Thr Pro Phe Ser Asp Ser Trp Tyr His Pro Ala Tyr Pro Pro 
245 250 255 260 

tec cac tct ggg gee tgg aac agt egg gee tac tea ccc ctg ggt gga 1008 
Ser His Ser Gly Ala Trp Asn Ser Arg Ala Tyr Ser Pro Leu Gly Gly 
265 270 275 

ggc gca ggg age tat tgt gca tec tct aat gca gac teg aga acc aga 1056 
Gly Ala Gly Ser Tyr Cys Ala Ser Ser Asn Ala Asp Ser Arg Thr Arg 
280 285 290 

aca gca tea gga tat ggt ggc acc aga aga egg taa 1092 
Thr Ala Ser Gly Tyr Gly Gly Thr Arg Arg Arg 
295 300 

<210> 6 

<211> 363 

<212> PRT 

<213> Mus musculus 

<400> 6 

Met Val Gly Ser Cys Gly Arg Cys Ala Ala Ala Gly Arg Leu Pro Gin 
-60 -55 -50 -45 

Arg Val Ser- Gly His Arg Ala Pro Ser Ser Pro Ser Ala Met Ala Val 
-40 -35 -30 

Ala Ala Val Gly Arg Pro Arg Ala Leu Arg Cys Pro Leu Leu Leu Leu 
-25 -20 -15 

Leu Ser Leu Leu Leu Val Ala Gly Pro Ala Leu Gly Trp Asn Asp Pro 
-10 -5 -1 1 

Asp Arg lie Leu Leu Arg Asp Val Lys Ala Leu Thr Leu Tyr Ser Asp 
5 10 15 20 

Arg Tyr Thr Thr Ser Arg Arg Leu Asp Pro He Pro Gin Leu Lys Cys 
25 30 35 

Val Gly Gly Thr Ala Gly Cys Glu Ala Tyr Thr Pro Arg Val He Gin 
40 45 50 
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Cys Gin Asn Lys Gly Trp Asp Gly Tyr Asp Val Gin Trp Glu Cys Lys 
55 60 65 



Thr Asp Leu Asp lie Ala Tyr Lys Phe Gly Lys Thr Val Val Ser Cys 
70 75 80 



Glu Gly Tyr Glu Ser Ser Glu Asp Gin Tyr Val Leu Arg Gly Ser Cys 
85 90 95 10.0 



Gly Leu Glu Tyr Asn Leu Asp Tyr Thr Glu Leu Gly Leu Lys Lys Leu 
105 110 115 



Lys Glu Ser Gly Lys His Gin Gly Phe Ser Asp Tyr Tyr His Lys Leu 
120 125 130 



Cys Ser Ser Asp Ser Cys Gly Phe He Thr He Ala Val Leu Phe Val 
135 140 145 



Leu Ala Phe Ala Val Tyr Lys Leu Phe Leu Ser Asp Gly Gin Gly Ser 
150 155 160 



Pro Pro Pro Tyr Ser Glu His Pro Pro Tyr Ser Glu His Ser Gin Arg 
165 170 175 180 



Phe Ala Ser Ala Ala Gly Ala Pro Pro Pro Gly Phe Lys Ser Glu Phe 
185 190 195 



Thr Gly Pro Gin Asn Thr Gly Tyr Gly Ala Ser Ser Gly Phe Gly Ser 
200 205 210 



Ala Phe Gly Gly Gin Gly Tyr Gly Ser Ser Gly Pro Gly Phe Trp Ser 
215 220 225 



Gly Leu Gly Ala Gly Gly Leu Leu Gly Tyr Leu Phe Gly Ser Asn Arg 
230 235 240 



Ala Ala Thr Pro Phe Ser Asp Ser Trp Tyr His Pro Ala Tyr Pro Pro 
245 250 255 260 



Ser His Ser Gly Ala Trp Asn Ser Arg Ala Tyr Ser Pro Leu Gly Gly 
265 270 275 



Gly Ala Gly Ser Tyr Cys Ala Ser Ser Asn Ala Asp Ser Arg Thr Arg 
280 285 290 



Thr Ala Ser Gly Tyr Gly Gly Thr Arg Arg Arg 



295 



300 
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<210> 7 

<211> 1005 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(1002) 

<223> 

<220> 

<221> sig_peptide 

<222> (1)..(93) 
<223> 

<220> 

<221> mat peptide 
<222> (94K . 0 
<223> 

atg°gct 7 glg gcc get gtc ggc cgc ccg aga gec ctg cgc tgc ccg ctg 48 
Met Ala Val Ala Ala Val Gly Arg Pro Arg Ala Leu Arg Cys Pro Leu 
-30 -25 -20 

ttg etc ctg ctg tea etc ctg ctg gla gcc ggc cct gcg ctg ggc tgg 96 
Leu Leu Leu Leu Ser Leu Leu Leu Val Ala Gly Pro Ala Leu G y Trp 
-15 -10 -5 -1 1 

aac gac cct gac aga ata etc ttg egg gat gtg aaa get ctt acc etc 144 
Asn Asp Pro Asp Arg lie Leu Leu Arg Asp Val Lys Ala Leu Thr Leu 
5 10 15 

tac tec gac cgc tac acc acc tec egg agg ctg gac cct ate cca cag 192 
Tyr Ser Asp Arg Tyr Thr Thr Ser Arg Arg Leu Asp Pro He Pro Gin 
20 ~ 25 30 

ttg aag tgt gtt gga ggc acc gcc ggt tgt gag gcc tat acc ccc agg 240 
Leu Lys Cys Val Gly Gly Thr Ala Gly Cys Glu Ala Tyr Thr Pro Arg 
35 40 45 

288 
336 



gtg ata cag tgc cag aac aaa ggc tgg gal ggc tac gat gta cag tgg 
Val He Gin Cys Gin Asn Lys Gly Trp Asp Gly Tyr Asp Val Gin Trp 
50 55 60 65 

gaa tgt aag acc gac ttg gat att gca tac aaa ttt ggc aaa act gtg 
Glu Cys Lys Thr Asp Leu Asp He Ala Tyr Lys Phe Gly Lys Thr Val 
70 75 80 

gtg age tgt gaa ggc tac gag tec tct gaa gac cag tat gtc etc agg 
Val Ser Cys Glu Gly Tyr Glu Ser Ser Glu Asp Gin Tyr Val Leu Arg 
85 90 95 

ggt tec tgc ggc ttg gag tac aac tta gat tac aca gag ctg ggc ctg 
Gly Ser Cys Gly Leu Glu Tyr Asn Leu Asp Tyr Thr Glu Leu Gly Leu 
100 105 110 

aag aaa ctg aag gag tct gga aag cac cag ggc ttc tct gat tat tat 
Lys Lys Leu Lys Glu Ser Gly Lys His Gin Gly Phe Ser Asp Tyr Tyr 
115 120 125 



384 



432 



480 
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cac aag ctg tgc tec tea gat tec tgt ggc ttt att ace att gca gta 528 

His Lys Leu Cys Ser Ser Asp Ser Cys Gly Phe He Thr He Ala Val 
130 135 140 145 

ctg ttt gtt etc gee ttt gcg gtt tac aag ctg ttc etc age gat ggc 576 

Leu Phe Val Leu Ala Phe Ala Val Tyr Lys Leu Phe Leu Ser Asp Gly 

150 155 160 



cag ggg teg cct ccg ccg tat tct gag cac ccg cca tac tea gag cac 
Gin Gly Ser Pro Pro Pro Tyr Ser Glu His Pro Pro Tyr Ser Glu His 
165 170 175 



624 



tct cag agg ttt gec agt gee gca ggg gcg cct eel ccg ggc ttt aag 672 
Ser Gin Arg Phe Ala Ser Ala Ala Gly Ala Pro Pro Pro Gly Phe Lys 
180 185 190 

teg gag ttc aca gga cca cag aat act ggc tat ggt gca age tct ggc 720 
Ser Glu Phe Thr Gly Pro Gin Asn Thr Gly Tyr Gly Ala Ser Ser Gly 
195 200 205 

ttc ggg agt get ttt gga ggc caa ggc tat ggc agt tea ggg ccg ggg 768 
Phe Gly Ser Ala Phe Gly Gly Gin Gly Tyr Gly Ser Ser Gly Pro Gly 
210 215 220 225 

ttc tgg tct ggc ctg gga get gga gga ctg ctt ggg tat ttg ttt ggc 816 
Phe Trp Ser Gly Leu Gly Ala Gly Gly Leu Leu Gly Tyr Leu Phe Gly 
230 235 240 

age aac aga gcg gcg acg cct ttc tea gac teg tgg tac cat cca gee 864 
Ser Asn Arg Ala Ala Thr Pro Phe Ser Asp Ser Trp Tyr His Pro Ala 
245 250 255 

tac cct cct tec cac tct ggg gee tgg aac agt egg gee tac tea ccc 912 
Tyr Pro Pro Ser His Ser Gly Ala Trp Asn Ser Arg Ala Tyr Ser Pro 
260 265 270 

ctg ggt gga ggc gca ggg age tat tgt gca tec tct aat gca gac teg 960 
Leu Gly Gly Gly Ala Gly Ser Tyr Cys Ala Ser Ser Asn Ala Asp Ser 
275 280 285 

aga ace aga aca gca tea gga tat ggt ggc ace aga aga egg taa 1005 
Arg Thr Arg Thr Ala Ser Gly Tyr Gly Gly Thr Arg Arg Arg 
290 295 300 

<210> 8 

<211> 334 

<212> PRT 

<213> Mus musculus 

<400> 8 

Met Ala Val Ala Ala Val Gly Arg Pro Arg Ala Leu Arg Cys Pro Leu 
-30 -25 -20 

Leu Leu Leu Leu Ser Leu Leu Leu Val Ala Gly Pro Ala Leu Gly Trp 
-15 -10 -5 -1 1 

Asn Asp Pro Asp Arg lie Leu Leu Arg Asp Val Lys Ala Leu Thr Leu 
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5 



10 



15 



Tyr Ser Asp Arg Tyr Thr Thr Ser Arg Arg Leu Asp Pro He Pro Gin 
20 25 30 



Leu Lys Cys Val Gly Gly Thr Ala Gly Cys Glu Ala Tyr Thr Pro Arg 
35 40 45 



Val lie Gin Cys Gin Asn Lys Gly Trp Asp Gly Tyr Asp Val Gin Trp 
50 55 60 65 



Glu Cys Lys Thr Asp Leu Asp He Ala Tyr Lys Phe Gly Lys Thr Val 
70 75 80 



Val Ser Cys Glu Gly Tyr Glu Ser Ser Glu Asp Gin Tyr Val Leu Arg 
85 90 95 



Gly Ser Cys Gly Leu Glu Tyr Asn Leu Asp Tyr Thr Glu Leu Gly Leu 
100 105 HO 



Lys Lys Leu Lys Glu Ser Gly Lys His Gin Gly Phe Ser Asp Tyr Tyr 
115 120 125 



His Lys Leu Cys Ser Ser Asp Ser Cys Gly Phe He Thr lie Ala Val 
130 135 140 145 



Leu Phe Val Leu Ala Phe Ala Val Tyr Lys Leu Phe Leu Ser Asp Gly 
150 155 160 



Gin Gly Ser Pro Pro Pro Tyr Ser Glu His Pro Pro Tyr Ser Glu His 
165 170 175 



Ser Gin Arg Phe Ala Ser Ala Ala Gly Ala Pro Pro Pro Gly Phe Lys 
180 185 190 



Ser Glu Phe Thr Gly Pro Gin Asn Thr Gly Tyr Gly Ala Ser Ser Gly 
195 200 205 



Phe Gly Ser Ala Phe Gly Gly Gin Gly Tyr Gly Ser Ser Gly Pro Gly 
210 215 220 225 



Phe Trp Ser Gly Leu Gly Ala Gly Gly Leu Leu Gly Tyr Leu Phe Gly 
230 235 240 



Ser Asn Arg Ala Ala Thr Pro Phe Ser Asp Ser Trp Tyr His Pro Ala 



245 



250 



255 
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Tyr Pro Pro Ser His Ser Gly Ala Trp Asn Ser Arg Ala Tyr Ser Pro 
260 265 270 

Leu Gly Gly Gly Ala Gly Ser Tyr Cys Ala Ser Ser Asn Ala Asp Ser 
275 280 285 

Arg Thr Arg Thr Ala Ser Gly Tyr Gly Gly Thr Arg Arg Arg 
290 295 300 

9 

1053 
DNA 

Mus musculus 

<220> 

<221> CDS 

<222> (1)..(1050) 

<223> 

<220> 

<221> sig_peptide 

<222> (1)..(66) 
<223> 

<220> 

<221> mat peptide 
<222> (6777. 0 
<223> 

<400> 9 

atg cac ctg ctg ctt gca gcc gcg ttc ggg ctg ctg ctg ctg ctg ccg 48 

Met His Leu Leu Leu Ala Ala Ala Phe Gly Leu Leu Leu Leu Leu Pro 
-20 -15 -10 

ccg ccc ggg gcc gta gcc tec egg aag ccg acg atg tgc cag aga tgc 96 
Pro Pro Gly Ala Val Ala Ser Arg Lys Pro Thr Met Cys Gin Arg Cys 
-5 -11 5 10 

egg acg ctg gtg gac aag ttc aac cag ggg atg gcc aac acg gcc agg 144 
Arg Thr Leu Val Asp Lys Phe Asn Gin Gly Met Ala Asn Thr Ala Arg 
15 20 25 

aag aat ttc ggt ggc ggc aac acg gcg tgg gaa gag aag acg ctg tct 192 
Lys Asn Phe Gly Gly Gly Asn Thr Ala Trp Glu Glu Lys Thr Leu Ser 
30 35 40 

aag tac gaa ttc agt gag ate egg ctt ctg gag ate atg gag ggt ctg 240 
Lys Tyr Glu Phe Ser Glu lie Arg Leu Leu Glu He Met Glu Gly Leu 
45 50 55 

tgt gac age agt gac ttl gag tgc aac caa etc ttg gag cag cag gag 288 
Cys Asp Ser Ser Asp Phe Glu Cys Asn Gin Leu Leu Glu Gin Gin Glu 
60 65 70 

gag cag eta gag get tgg tgg cag aca ctg aag aag gag cac ccc aac 336 
Glu Gin Leu Glu Ala Trp Trp Gin Thr Leu Lys Lys Glu His Pro Asn 
75 80 85 90 
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da ttt gag tgg ttc tgt gta cac aca ctg aaa gcg tgc tgt ctt cca 
Leu Phe Glu Trp Phe Cys Val His Thr Leu Lys Ala Cys Cys Leu Pro 
95 100 105 

ggc acc tac ggg cca gac tgt caa aag tgc cag ggt ggg tec gag agg 
Gly Thr Tyr Gly Pro Asp Cys Gin Lys Cys Gin Gly Gly Ser Glu Arg 
110 115 120 

cct tgc age gga aac ggc tat tgc age gga gac ggc age aga cag ggc 
Pro Cys Ser Gly Asn Gly Tyr Cys Ser Gly Asp Gly Ser Arg Gin Gly 
125 130 135 

gac ggg tec tgc cag tgt cac aca ggc tac aag gga cca ctg tgt alt 
Asp Gly Ser Cys Gin Cys His Thr Gly Tyr Lys Gly Pro Leu Cys He 
140 145 150 

gac tgc aca gac ggc ttc ttc age ttg cag agg aac gag acc cac age 
Asp Cys Thr Asp Gly Phe Phe Ser Leu Gin Arg Asn Glu Thr His Ser 
155 160 165 170 

ate tgc tea gec tgt gat gag let tgc aag acc tgc tct ggt cca age 
He Cys Ser Ala Cys Asp Glu Ser Cys Lys Thr Cys Ser Gly Pro Ser 
175 180 185 

aac aaa gac tgt ate cag tgt gaa gtg ggc tgg gca cgt gtg gag gat 
Asn Lys Asp Cys He Gin Cys Glu Val Gly Trp Ala Arg Val Glu Asp 
190 195 200 

gee tgt gtg gat gtg gat gag tgt gca gca gag aca tct ccg tgc age 
Ala Cys Val Asp Val Asp Glu Cys Ala Ala Glu Thr Ser Pro Cys Ser 
205 210 215 

gat ggc cag tac tgt gag aat gtc aac ggc teg tac aca tgt gaa gac 
Asp Gly Gin Tyr Cys Glu Asn Val Asn Gly Ser Tyr Thr Cys Glu Asp 
220 225 230 

tgt gat tct acc tgc gtg ggc tgt aca gga aaa ggc cca gec aac tgt 
Cys Asp Ser Thr Cys Val Gly Cys Thr Gly Lys Gly Pro Ala Asn Cys 
235 240 245 250 

aag gag tgt att gee ggc tac acc aag gag agt gga cag tgc aca gat 
Lys Glu Cys He Ala Gly Tyr Thr Lys Glu Ser Gly Gin Cys Thr Asp 
255 260 265 

ata gat gaa tgc tea eta gaa gaa aaa gee tgt aag agg aaa aac gaa 
He Asp Glu Cys Ser Leu Glu Glu Lys Ala Cys Lys Arg Lys Asn Glu 
270 275 280 

aac tgc tac aat gtt ccg ggg age ttc gtg tgc gtg tgt ccg gaa ggc 
Asn Cys Tyr Asn Val Pro Gly Ser Phe Val Cys Val Cys Pro Glu Gly 
285 290 295 

ttt gag gag aca gaa gac get tgt gtg cag aca gca gaa ggc aaa gtc 
Phe Glu Glu Thr Glu Asp Ala Cys Val Gin Thr Ala Glu Gly Lys Val 
300 305 310 

aca gag gaa aac ccc aca cag cca ccc tec cgt gag gat ttg tga 
Thr Glu Glu Asn Pro Thr Gin Pro Pro Ser Arg Glu Asp Leu 
315 320 325 
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<211> 350 
<212> PRT 
<213> Mus musculus 

<400> 10 

Met His Leu Leu Leu Ala Ala Ala Phe Gly Leu Leu Leu Leu Leu Pro 
-20 -15 -10 



Pro Pro Gly Ala Val Ala Ser Arg Lys Pro Thr Met Cys Gin Arg Cys 
-5 -11 5 10 



Arg Thr Leu Val Asp Lys Phe Asn Gin Gly Met Ala Asn Thr Ala Arg 



Lys Asn Phe Gly Gly Gly Asn Thr Ala Trp Glu Glu Lys Thr Leu Ser 
30 35 40 



Lys Tyr Glu Phe Ser Glu He Arg Leu Leu Glu He Met Glu Gly Leu 
45 50 55 



Cys Asp Ser Ser Asp Phe Glu Cys Asn Gin Leu Leu Glu Gin Gin Glu 
60 65 70 



Glu Gin Leu Glu Ala Trp Trp Gin Thr Leu Lys Lys Glu His Pro Asn 
75 80 85 90 



Leu Phe Glu Trp Phe Cys Val His Thr Leu Lys Ala Cys Cys Leu Pro 
95 100 105 



Gly Thr Tyr Gly Pro Asp Cys Gin Lys Cys Gin Gly Gly Ser Glu Arg 
110 115 120 



Pro Cys Ser Gly Asn Gly Tyr Cys Ser Gly Asp Gly Ser Arg Gin Gly 
125 130 135 



Asp Gly Ser Cys Gin Cys His Thr Gly Tyr Lys Gly Pro Leu Cys He 
140 145 150 



Asp Cys Thr Asp Gly Phe Phe Ser Leu Gin Arg Asn Glu Thr His Ser 
155 160 165 170 



He Cys Ser Ala Cys Asp Glu Ser Cys Lys Thr Cys Ser Gly Pro Ser 
175 180 185 



Asn Lys Asp Cys He Gin Cys Glu Val Gly Trp Ala Arg Val Glu Asp 



190 



195 



200 
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Ala Cys Val Asp Val Asp Glu Cys Ala Ala Glu Thr Ser Pro Cys Ser 
205 210 215 

Asp Gly Gin Tyr Cys Glu Asn Val Asn Gly Ser Tyr Thr Cys Glu Asp 
220 225 230 

Cys Asp Ser Thr Cys Val Gly Cys Thr Gly Lys Gly Pro Ala Asn Cys 
235 240 245 250 

Lys Glu Cys lie Ala Gly Tyr Thr Lys Glu Ser Gly Gin Cys Thr Asp 
255 260 265 

He Asp Glu Cys Ser Leu Glu Glu Lys Ala Cys Lys Arg Lys Asn Glu 
270 275 280 

Asn Cys Tyr Asn Val Pro Gly Ser Phe Val Cys Val Cys Pro Glu Gly 
285 290 295 

Phe Glu Glu Thr Glu Asp Ala Cys Val Gin Thr Ala Glu Gly Lys Val 
300 305 310 

Thr Glu Glu Asn Pro Thr Gin Pro Pro Ser Arg Glu Asp Leu 
315 320 325 

<210> 11 

<21l> 1254 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(1251) 
<223> 

:220> 

C221> sig_peptide 

;222> (1)..(99) 
>223> 

<220> 

<221> mat_peptide 
<222> (100) . . 0 
<223> 

<400> 1 1 

atg ccc ccg cgc cca gga cgc etc etc cag ccg ctg gec ggg ctg ccg 
Met Pro Pro Arg Pro Gly Arg Leu Leu Gin Pro Leu Ala Gly Leu Pro 
-30 -25 -20 

gec ctg gec acg etc ctg ctg ctg etc ggg gcg cgc aaa ggc gec egg 
Ala Leu Ala Thr Leu Leu Leu Leu Leu Gly Ala Arg Lys Gly Ala Arg 
-15 -10 -5 

gec cag gag gtg gaa gcg gac age ggg gtc gag cag gac ccg cac gec 144 



48 



96 



WO 2004/007711 



CT/JP2003/008690 



19/51 



Ala Gin Glu Val Glu Ala Asp Ser Gly Val Glu Gin Asp Pro His Ala 
-II 5 10 15 



aag cac ctg tat acg gcc gac atg tic acg cac ggg 
Lys His Leu Tyr Thr Ala Asp Met Phe Thr His Gly 
20 25 



gg ate cag age gcc 
lie Gin Ser Ala 



30 



gcg cac ttc gtc atg ttc ttc gcg ccc tgg tgt gga cac tgc cag egg 
Ala His Phe Val Met Phe Phe Ala Pro Trp Cys Gly His Cys Gin Arg 
35 40 45 

ctg cag cca act tgg aat gac ctg gga gac aag tac aac age atg gag 
Leu Gin Pro Thr Trp Asn Asp Leu Gly Asp Lys Tyr Asn Ser Met Glu 
50 55 60 

gat gcc aag gtc tac gtg gcc aaa gtg gac tgc acg get gat tec gac 
Asp Ala Lys Val Tyr Val Ala Lys Val Asp Cys Thr Ala Asp Ser Asp 
65 70 75 

gtg tgc let gcc cag gga gtg cga gga tac ccc ace ctg aag lit tit 
Val Cys Ser Ala Gin Gly Val Arg Gly Tyr Pro Thr Leu Lys Phe Phe 
80 85 90 95 

aag cct gga caa gaa gca gtg aag tac cag ggt cct aga gac lit gaa 
Lys Pro Gly Gin Glu Ala Val Lys Tyr Gin Gly Pro Arg Asp Phe Glu 
100 105 110 

aca clg gaa aac tgg atg ctg cag aca ctg aac gag gag cca gcc aca 
Thr Leu Glu Asn Trp Met Leu Gin Thr Leu Asn Glu Glu Pro Ala Thr 



115 



120 



125 



ccg gag ccg gaa gcg gaa cca ccc aga gcc cct gag etc aaa cag ggg 
Pro Glu Pro Glu Ala Glu Pro Pro Arg Ala Pro Glu Leu Lys Gin Gly 
130 135 140 



ttg tat gag etc teg gcc aac aac ttt gag ctg cat gt tct caa ggc 
Leu Tyr Glu Leu Ser Ala Asn Asn Phe Glu Leu His Val Ser Gin Gly 
145 150 155 

aac cac ttt ate aag ttc ttc get ccg tgg tgc ggt cac tgc aaa get 
Asn His Phe He Lys Phe Phe Ala Pro Trp Cys Gly His Cys Lys Ala 
160 165 170 175 

ctg get cca ace tgg gag cag ctg get ctg ggc ctt gaa cat tct gaa 
Leu Ala Pro Thr Trp Glu Gin Leu Ala Leu Gly Leu Glu His Ser Glu 
180 185 190 

tc tgc 
al Cys 



ace gtc aag att ggc aag gtt gac tgc acg cag cac tac get 
Thr Val Lys He Gly Lys Val Asp Cys Thr Gin His Tyr Ala 
195 200 205 



tea gag cat cag gtc aga ggc tat cca act ctg etc tgg ttt cga gat 

Ser Glu His Gin Val Arg Gly Tyr Pro Thr Leu Leu Trp Phe Arg Asp 

210 215 220 

ggc aag aag gtg gat cag tac aag gga aag egg gac ttg gag tea ctg 

Gly Lys Lys Val Asp Gin Tyr Lys Gly Lys Arg Asp Leu Glu Ser Leu 
225 230 235 

aga gac tat gtg cag tec cag ctg cag ggt tea gag gca get ccg gag 

Arg Asp Tyr Val Gin Ser Gin Leu Gin Gly Ser Glu Ala Ala Pro Glu 

240 245 250 255 
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act gtt gag ccg tea gag gee cca gtg atg get get gag ccc acg ggt 912 
Thr Val Glu Pro Ser Glu Ala Pro Val Met Ala Ala Glu Pro Thr Gly 
260 265 270 

960 



1008 



gac aag ggc act gtg ctg gca etc acc gag aag age ttc gag gac act 
Asp Lys Gly Thr Val Leu Ala Leu Thr Glu Lys Ser Phe Glu Asp Thr 
275 280 285 

att gca cag ggg ata acc ttc gtc aag tic tat get ccg tgg tgt ggc 
He Ala Gin Gly lie Thr Phe Val Lys Phe Tyr Ala Pro Trp Cys Gly 
290 295 300 

cac tgt aag aat ctg get cct acc tgg gag gag etc tct aaa aag gaa 1056 
His Cys Lys Asn Leu Ala Pro Thr Trp Glu Glu Leu Ser Lys Lys Glu 
305 310 315 

ttc cca ggc ttg tea gat gtc acc ate gca gaa gtg gac tgc acc get 1104 
Phe Pro Gly Leu Ser Asp Val Thr He Ala Glu Val Asp Cys Thr Ala 
320 325 330 335 

gag cgc aat gtc tgc age aag tac teg gta cga ggt tat ccc acg ttg 1152 
Glu Arg Asn Val Cys Ser Lys Tyr Ser Val Arg Gly Tyr Pro Thr Leu 
340 345 350 

ccg ctt ttc cga gga ggt gaa aaa gtg gga gac cac aac gga ggt aga 1200 
Pro Leu Phe Arg Gly Gly Glu Lys Val Gly Asp His Asn Gly Gly Arg 
355 360 365 

gac etc gac tec tta cac age ttt gtt ctg cgc cag gca aag gat gaa 1248 
Asp Leu Asp Ser Leu His Ser Phe Val Leu Arg Gin Ala Lys Asp Glu 
370 375 380 

eta tag 1254 
Leu 



<210> 12 

<211> 417 

\2 1 2/ PRT 

<213> Mus musculus 

<400> 12 

Met Pro Pro Arg Pro Gly Arg Leu Leu Gin Pro Leu Ala Gly Leu Pro 
-30 -25 -20 

Ala Leu Ala Thr Leu Leu Leu Leu Leu Gly Ala Arg Lys Gly Ala Arg 
-15 -10 -5 

Ala Gin Glu Val Glu Ala Asp Ser Gly Val Glu Gin Asp Pro His Ala 
-11 5 10 15 

Lys His Leu Tyr Thr Ala Asp Met Phe Thr His Gly lie Gin Ser Ala 
20 25 30 

Ala His Phe Val Met Phe Phe Ala Pro Trp Cys Gly His Cys Gin Arg 
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35 



40 



45 



Leu Gin Pro Thr Trp Asn Asp Leu Gly Asp Lys Tyr Asn Ser Met Glu 
50 55 60 



Asp Ala Lys Val Tyr Val Ala Lys Val Asp Cys Thr Ala Asp Ser Asp 
65 70 75 



Val Cys Ser Ala Gin Gly Val Arg Gly Tyr Pro Thr Leu Lys Phe Phe 
80 85 90 95 



Lys Pro Gly Gin Glu Ala Val Lys Tyr Gin Gly Pro Arg Asp Phe Glu 
100 105 110 



Thr Leu Glu Asn Trp Met Leu Gin Thr Leu Asn Glu Glu Pro Ala Thr 
115 120 125 



Pro Glu Pro Glu Ala Glu Pro Pro Arg Ala Pro Glu Leu Lys Gin Gly 
130 135 140 



Leu Tyr Glu Leu Ser Ala Asn Asn Phe Glu Leu His Val Ser Gin Gly 
145 150 155 



Asn His Phe He Lys Phe Phe Ala Pro Trp Cys Gly His Cys Lys Ala 
160 165 170 175 



Leu Ala Pro Thr Trp Glu Gin Leu Ala Leu Gly Leu Glu His Ser Glu 
180 185 190 



Thr Val Lys He Gly Lys Val Asp Cys Thr Gin His Tyr Ala Val Cys 
195 200 205 



Ser Glu His Gin Val Arg Gly Tyr Pro Thr Leu Leu Trp Phe Arg Asp 
210 215 220 



Gly Lys Lys Val Asp Gin Tyr Lys Gly Lys Arg Asp Leu Glu Ser Leu 
225 230 235 



Arg Asp Tyr Val Gin Ser Gin Leu Gin Gly Ser Glu Ala Ala Pro Glu 
240 245 250 255 



Thr Val Glu Pro Ser Glu Ala Pro Val Met Ala Ala Glu Pro Thr Gly 
260 265 270 



Asp Lys Gly Thr Val Leu Ala Leu Thr Glu Lys Ser Phe Glu Asp Thr 



275 



280 



285 
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lie Ala Gin Gly He Thr Phe Val Lys Phe Tyr Ala Pro Trp Cys Gly 
290 295 300 

His Cys Lys Asn Leu Ala Pro Thr Trp Glu Glu Leu Ser Lys Lys Glu 
305 310 315 

Phe Pro Gly Leu Ser Asp Val Thr He Ala Glu Val Asp Cys Thr Ala 
320 325 330 335 

Glu Arg Asn Val Cys Ser Lys Tyr Ser Val Arg Gly Tyr Pro Thr Leu 
340 345 350 

Pro Leu Phe Arg Gly Gly Glu Lys Val Gly Asp His Asn Gly Gly Arg 
355 360 365 

Asp Leu Asp Ser Leu His Ser Phe Val Leu Arg Gin Ala Lys Asp Glu 
370 375 380 



Leu 



<210> 13 



<211> 843 
<21l 



DNA 

<213> Mus musculus 

<220> 
<221> CDS 
<222> (1)..(840) 
<223> 

<220> 

<221> sig_peptide 

<222> (1)..(99) 
<223> 

<220> 

<221> mat peptide 
<222> (100).. 0 
<223> 

<400> 13 

atg ccc ccg cgc cca gga cgc etc etc cag ccg ctg gec ggg ctg ccg 48 

Met Pro Pro Arg Pro Gly Arg Leu Leu Gin Pro Leu Ala Gly Leu Pro 
-30 -25 -20 

gec ctg gec acg etc ctg ctg ctg etc ggg gcg cgc aaa ggc gee egg 96 
Ala Leu Ala Thr Leu Leu Leu Leu Leu Gly Ala Arg Lys Gly Ala Arg 
-15 -10 -5 

gec cag gag gtg gaa gcg gac age ggg gtc gag cag gac ccg cac gec 144 
Ala Gin Glu Val Glu Ala Asp Ser Gly Val Glu Gin Asp Pro His Ala 
-11 5 10 15 
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aag cac ctg tat acg gcc gac atg tie acg cac ggg ate cag age gee 
Lys His Leu Tyr Thr Ala Asp Mel Phe Thr His Gly lie Gin Ser Ala 
20 25 30 

gcg cac ttc gtc atg ttc ttc gcg ccc tgg tgt gga cac tgc cag egg 
Ala His Phe Val Met Phe Phe Ala Pro Trp Cys Gly His Cys Gin Arg 
35 40 45 

clg cag cca act tgg aat gac ctg gga gac aag tac aac age atg gag 
Leu Gin Pro Thr Trp Asn Asp Leu Gly Asp Lys Tyr Asn Ser Met Glu 
50 55 60 

gat gcc aag gtc tac gig gcc aaa gtg gac tgc acg get gat tec gac 
Asp Ala Lys Val Tyr Val Ala Lys Val Asp Cys Thr Ala Asp Ser Asp 
65 70 75 

gtg tgc tct gcc cag gga gtg cga gga lac ccc acc ctg aag tit ttt 
Val Cys Ser Ala Gin Gly Val Arg Gly Tyr Pro Thr Leu Lys Phe Phe 
80 85 90 95 

aag cct gga caa gaa gca gtg aag tac cag ggt cct aga gac Ut gaa 
Lys Pro Gly Gin Glu Ala Val Lys Tyr Gin Gly Pro Arg Asp Phe Glu 
100 105 110 

aca ctg gaa aac tgg atg ctg cag aca ctg aac gag gag cca gcc aca 
Thr Leu Glu Asn Trp Met Leu Gin Thr Leu Asn Glu Glu Pro Ala Thr 
115 120 125 

ccg gag ccg gaa gcg gaa cca ccc aga gcc cct gag etc aaa cag ggg 
Pro Glu Pro Glu Ala Glu Pro Pro Arg Ala Pro Glu Leu Lys Gin Gly 
130 135 140 

ttg tat gag etc teg gcc aac aac ttt gag ctg cat gtt tct caa ggc 
Leu Tyr Glu Leu Ser Ala Asn Asn Phe Glu Leu His Val Ser Gin Gly 
145 150 155 

aac cac ttt ate aag ttc ttc get ccg tgg tgc ggt cac tgc aaa get 
Asn His Phe He Lys Phe Phe Ala Pro Trp Cys Gly His Cys Lys Ala 
160 165 170 175 

ctg get cca acc tgg gag cag ctg get ctg ggc ctt gaa cat let gaa 
Leu Ala Pro Thr Trp Glu Gin Leu Ala Leu Gly Leu Glu His Ser Glu 
180 185 190 



acc 
Thr 



tc aag att ggc aag gtt gac tgc acg cag cac tac get gtc tgc 
al Lys He Gly Lys Val Asp Cys Thr Gin His Tyr Ala Val Cys 
195 200 205 

tea gag cat cag gtc aga ggc tat cca act ctg etc tgg ttt cga gat 
Ser Glu His Gin Val Arg Gly Tyr Pro Thr Leu Leu Trp Phe Arg Asp 
210 215 220 

ggc aag aag gtg gat cag tac aag gga aag egg gac ttg gag tea ctg 
Gly Lys Lys Val Asp Gin Tyr Lys Gly Lys Arg Asp Leu Glu Ser Leu 
225 230 235 

aga gac tat gtg cag tec cag ctg tag 
Arg Asp Tyr Val Gin Ser Gin Leu 
240 245 
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<211> 280 
<212> PRT 
<213> Mus musculus 

<400> 14 

Met Pro Pro Arg Pro Gly Arg Leu Leu Gin Pro Leu Ala Gly Leu Pro 
-30 -25 -20 

Ala Leu Ala Thr Leu Leu Leu Leu Leu Gly Ala Arg Lys Gly Ala Arg 
-15 -10 -5 

Ala Gin Glu Val Glu Ala Asp Ser Gly Val Glu Gin Asp Pro His Ala 
-11 5 10 15 

Lys His Leu Tyr Thr Ala Asp Met Phe Thr His Gly He Gin Ser Ala 
20 25 30 

Ala His Phe Val Met Phe Phe Ala Pro Trp Cys Gly His Cys Gin Arg 
35 40 45 

Leu Gin Pro Thr Trp Asn Asp Leu Gly Asp Lys Tyr Asn Ser Met Glu 
50 55 60 

Asp Ala Lys Val Tyr Val Ala Lys Val Asp Cys Thr Ala Asp Ser Asp 
65 70 75 

Val Cys Ser Ala Gin Gly Val Arg Gly Tyr Pro Thr Leu Lys Phe Phe 
80 85 90 95 

Lys Pro Gly Gin Glu Ala Val Lys Tyr Gin Gly Pro Arg Asp Phe Glu 
100 105 .110 

Thr Leu Glu Asn Trp Met Leu Gin Thr Leu Asn Glu Glu Pro Ala Thr 
115 120 125 

Pro Glu Pro Glu Ala Glu Pro Pro Arg Ala Pro Glu Leu Lys Gin Gly 
130 135 140 

Leu Tyr Glu Leu Ser Ala Asn Asn Phe Glu Leu His Val Ser Gin Gly 
145 150 155 

Asn His Phe lie Lys Phe Phe Ala Pro Trp Cys Gly His Cys Lys Ala 
160 165 170 175 

Leu Ala Pro Thr Trp Glu Gin Leu Ala Leu Gly Leu Glu His Ser Glu 
180 185 190 
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Thr Val Lys He Gly Lys Val Asp Cys Thr Gin His Tyr Ala Val Cys 
195 200 205 

Ser Glu His Gin Val Arg Gly Tyr Pro Thr Leu Leu Trp Phe Arg Asp 
210 215 220 

Gly Lys Lys Val Asp Gin Tyr Lys Gly Lys Arg Asp Leu Glu Ser Leu 
225 230 235 

Arg Asp Tyr Val Gin Ser Gin Leu 
240 245 

<210> 15 

<211> 1269 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (D..0266) 

<223> 

<220> 

<221> sig_peptide 

<222> (1)..(63) 
<223> 

<220> 

<221> mat_peptide 

<222> (64)T . 0 
<223> 

<400> 15 

atg cgt gcg ggc egg tgt gec gcg gcg ctg ctg ctg ctg eta ctg age 48 
Met Arg Ala Gly Arg Cys Ala Ala Ala Leu Leu Leu Leu Leu Leu Ser 
-20 -15 -10 

ggc gcg ggg cgc gcg ate ggc tec gag gac ate gtg gta ggc tgc ggg 96 
Gly Ala Gly Arg Ala He Gly Ser Glu Asp He Val Val Gly Cys Gly 
-5 -11 5 10 

ggt ttc gtg aag teg gac gtg gag ate aae tac teg etc ate gag ata 144 
Gly Phe Val Lys Ser Asp Val Glu He Asn Tyr Ser Leu He Glu He 
15 20 25 

aag Ha tac acc aag cat ggg act ttg aaa tat cag acg gac tgt get 192 
Lys Leu Tyr Thr Lys His Gly Thr Leu Lys Tyr Gin Thr Asp Cys Ala 
30 35 40 

cct aac aac ggc tac ttt atg ate ccc ttg tat gat aag ggg gat ttc 240 
Pro Asn Asn Gly Tyr Phe Met He Pro Leu Tyr Asp Lys Gly Asp Phe 
45 50 55 

ate ctg aag ate gaa cct cct ctg ggc tgg agt ttt gag cca acc aac 288 
He Leu Lys He Glu Pro Pro Leu Gly Trp Ser Phe Glu Pro Thr Asn 
60 65 70 75 

gtg gag ctg cga gtg gat ggt gtg age gac ate tgc acg aag ggc ggg 336 
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Val Gin Leu Arg Val Asp Gly Val Ser Asp lie Cys Thr Lys Gly Gly 
80 85 90 

gac ate aac ttc ctg ttc acc ggc tic let gtg aat ggc aag gtc etc 
Asp lie Asn Phe Leu Phe Thr Gly Phe Ser Val Asn Gly Lys Val Leu 
95 100 105 

age aaa ggg cag ccc ctg ggc cca gca gga gtt cag gta tec ctg aga 
Ser Lys Gly Gin Pro Leu Gly Pro Ala Gly Val Gin Val Ser Leu Arg 
110 115 120 

age acc ggt get gac teg aag ate cag tct aca gtc acg cag cct ggc 
Ser Thr Gly Ala Asp Ser Lys He Gin Ser Thr Val Thr Gin Pro Gly 
125 130 135 

gga aag ttt gcg ttt ttc aaa gtt ctt cct gga gal tat gaa ate ctt 
Gly Lys Phe Ala Phe Phe Lys Val Leu Pro Gly Asp Tyr Glu lie Leu 
140 145 150 155 

gca act cac ccg acc tgg gcg ctg aag gag gca agt acc acg gig cgt 
Ala Thr His Pro Thr Trp Ala Leu Lys Glu Ala Ser Thr Thr Val Arg 
160 165 170 

gtg acg aac teg aat get aac gca get ggt ccc etc ata gtg get ggc 
Val Thr Asn Ser Asn Ala Asn Ala Ala Gly Pro Leu He Val Ala Gly 
175 180 185 

tat aat gtg tec ggc tct gtc cgc agt gac ggg gag ccc atg aaa ggg 
Tyr Asn Val Ser Gly Ser Val Arg Ser Asp Gly Glu Pro Met Lys Gly 
190 195 200 

gtg aag ttt ctt etc ttt tct tct tta gtg aac aaa gag gat gtc ctg 
Val Lys Phe Leu Leu Phe Ser Ser Leu Val Asn Lys Glu Asp Val Leu 
205 210 215 

ggc tgc aat gtg tec cca gtg tec ggg ttc cag ccc cca gat gag age 
Gly Cys Asn Val Ser Pro Val Ser Gly Phe Gin Pro Pro Asp Glu Ser 
220 225 230 235 

ctg gtt tat ctg tgc tat gcg gtc tec aaa gaa gac ggc cca ttt tct 
Leu Val Tyr Leu Cys Tyr Ala Val Ser Lys Glu Asp Gly Pro Phe Ser 
240 • 245 250 

ttc tat tec ttg ccg agt ggg ggc tac act gtg gtg ccc ttc tac cga 
Phe Tyr Ser Leu Pro Ser Gly Gly Tyr Thr Val Val Pro Phe Tyr Arg 
255 260 265 

gga gaa agg ate acc ttc gac gtg gcg ccc tec egg ctt gac lie acg 
Gly Glu Arg lie Thr Phe Asp Val Ala Pro Ser Arg Leu Asp Phe Thr 
270 275 280 

gtg gag cac ggc age ctg aga ate gag cct gta ttc cac gtc atg ggc 
Val Glu His Gly Ser Leu Arg He Glu Pro Val Phe His Val Met Gly 
285 290 295 

ttc tct gtc acc ggg aga gtc ttg aat gga cct gac gga gaa ggc gtc 
Phe Ser Val Thr Gly Arg Val Leu Asn Gly Pro Asp Gly Glu Gly Val 
300 305 310 315 

ccg gag get gtg gtc acc ctg aac aac cag att aaa gtc aaa acg aag 
Pro Glu Ala Val Val Thr Leu Asn Asn Gin He Lys Val Lys Thr Lys 
320 325 330 
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gcc gac ggc tec ttc cgc ctg gag aac ata acg aca ggg aca tac acc 1104 
Ala Asp Gly Ser Phe Arg Leu Glu Asn He Thr Thr Gly Thr Tyr Thr 
335 340 345 

ate cac get cag aag gag cac etc tac ttc gag atg gtc acc ate aaa 1152 
He His Ala Gin Lys Glu His Leu Tyr Phe Glu Met Val Thr lie Lys 
350 355 360 

att gcc ccc aat acc cca cag ctg get gac etc ate get aca ggg ctt 1200 
He Ala Pro Asn Thr Pro Gin Leu Ala Asp Leu He Ala Thr Gly Leu 
365 370 375 

etc cct gca ggt tea gca tct gtg gtc aga teg cca teg tec get ccc 1248 
Leu Pro Ala Gly Ser Ala Ser Val Val Arg Ser Pro Ser Ser Ala Pro 
380 385 390 395 

ccg aca cca tea age aga tga 1269 
Pro Thr Pro Ser Ser Arg 
400 

<210> 16 

<21l> 422 

<212> PRT 

<213> Mus musculus 

<400> 16 

Met Arg Ala Gly Arg Cys Ala Ala Ala Leu Leu Leu Leu Leu Leu Ser 
-20 -15 -10 

Gly Ala Gly Arg Ala He Gly Ser Glu Asp He Val Val Gly Cys Gly 
-5 -11 5 10 

Gly Phe Val Lys Ser Asp Val Glu He Asn Tyr Ser Leu He Glu He 
15 20 25 

Lys Leu Tyr Thr Lys His Gly Thr Leu Lys Tyr Gin Thr Asp Cys Ala 
30 35 40 

Pro Asn Asn Gly Tyr Phe Met He Pro Leu Tyr Asp Lys Gly Asp Phe 
45 50 55 

He Leu Lys He Glu Pro Pro Leu Gly Trp Ser Phe Glu Pro Thr Asn 
60 65 70 75 

Val Glu Leu Arg Val Asp Gly Val Ser Asp lie Cys Thr Lys Gly Gly 
80 85 90 

Asp He Asn Phe Leu Phe Thr Gly Phe Ser Val Asn Gly Lys Val Leu 
95 100 105 

Ser Lys Gly Gin Pro Leu Gly Pro Ala Gly Val Gin Val Ser Leu Arg 
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110 



115 



120 



Ser Thr Gly Ala Asp Ser Lys He Gin Ser Thr Val Thr Gin Pro Gly 
125 130 135 



Gly Lys Phe Ala Phe Phe Lys Vai Leu Pro Gly Asp Tyr Glu lie Leu 
140 145 150 155 



Ala Thr His Pro Thr Trp Ala Leu Lys Glu Ala Ser Thr Thr Val Arg 
160 165 170 



Val Thr Asn Ser Asn Ala Asn Ala Ala Gly Pro Leu He Val Ala Gly 
175 180 185 



Tyr Asn Val Ser Gly Ser Val Arg Ser Asp Gly Glu Pro Met Lys Gly 
190 195 200 



Val Lys Phe Leu Leu Phe Ser Ser Leu Val Asn Lys Glu Asp Val Leu 
205 210 215 



Gly Cys Asn Val Ser Pro Val Ser Gly Phe Gin Pro Pro Asp Glu Ser 
220 225 230 235 



Leu Val Tyr Leu Cys Tyr Ala Val Ser Lys Glu Asp Gly Pro Phe Ser 
240 245 250 



Phe Tyr Ser Leu Pro Ser Gly Gly Tyr Thr Val Val Pro Phe Tyr Arg 
255 260 265 



Gly Glu Arg He Thr Phe Asp Val Ala Pro Ser Arg Leu Asp Phe Thr 
270 275 280 



Val Glu His Gly Ser Leu Arg He Glu Pro Val Phe His Val Met Gly 
285 290 295 



Phe Ser Val Thr Gly Arg Val Leu Asn Gly Pro Asp Gly Glu Gly Val 
300 305 310 315 



Pro Glu Ala Val Val Thr Leu Asn Asn Gin He Lys Val Lys Thr Lys 
320 325 330 



Ala Asp Gly Ser Phe Arg Leu Glu Asn He Thr Thr Gly Thr Tyr Thr 
335 340 345 

He His Ala Gin Lys Glu His Leu Tyr Phe Glu Met Val Thr He Lys 



350 



355 



360 
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lie Ala Pro Asn Thr Pro Gin Leu Ala Asp Leu He Ala Thr Gly Leu 
365 370 375 

Leu Pro Ala Gly Ser Ala Ser Val Val Arg Ser Pro Ser Ser Ala Pro 
380 385 390 395 

Pro Thr Pro Ser Ser Arg 
400 

<210> 17 

<211> 531 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(528) 
<223> 

<220> 

<221> sigjpeptide 

<222> (1)..(81) 
<223> 

<220> 

<221> mat Deptide 
<222> (8277. 0 
<223> 

<400> I? ao 
atg gca gcg age acg gac ata get ggg ctg gag gag age ttc egg aag 48 

Met Ala Ala Ser Thr Asp He Ala Gly Leu Glu Glu Ser Phe Arg Lys 

-25 -20 -15 

ttt gee ate cat ggc gac ccc aag gec age ggg caa gag atg aat ggc 96 
Phe Ala He His Gly Asp Pro Lys Ala Ser Gly Gin Glu Met Asn Gly 
-10 -5 -11 5 

aag aac tgg gec aag ctg tgc aag gac tgt aag gtg gec gac gga aag 144 
Lys Asn Trp Ala Lys Leu Cys Lys Asp Cys Lys Val Ala Asp Gly Lys 



192 



10 15 20 

gec gta acg ggc ace gac gtc gac ate gtc ttc tec aaa gtc aag gcg 

Ala Val Thr Gly Thr Asp Val Asp lie Val Phe Ser Lys Val Lys Ala 
25 30 35 

aaa tct get aga gta ate aac tat gag gag ttc aag aag gee ctg gaa 240 

Lys Ser Ala Arg Val He Asn Tyr Glu Glu Phe Lys Lys Ala Leu Glu 
40 45 50 

gag ctg gca act aag egg ttc aag ggg aag tec aag gag gag gee ttt 288 

Glu Leu Ala Thr Lys Arg Phe Lys Gly Lys Ser Lys Glu Glu Ala Phe 

55 60 65 

gat gee ate tgc cag ctg ata gcg ggc aag gaa ccg gec aac at t ggc 336 

Asp Ala He Cys Gin Leu lie Ala Gly Lys Glu Pro Ala Asn He Gly 
70 75 80 85 
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etc acc aaa get aaa acg ggt ggt get gtg gac egg ctg acg gac acc 384 
Val Thr Lys Ala Lys Thr Gly Gly Ala Val Asp Arg Leu Thr Asp Thr 
90 95 100 

agt aag tat acg ggc tec cac aaa gaa cgc ttt gat gag age ggc aag 432 
Ser Lys Tyr Thr Gly Ser His Lys Glu Arg Phe Asp Glu Ser Gly Lys 
105 UO 115 

gga aag ggc ate get gga egg cag gac ate ctg gac gac agt ggc tac 480 
Gly Lys Gly lie Ala Gly Arg Gin Asp He Leu Asp Asp Ser Gly Tyr 
120 125 130 

gtg agt gec tac aaa aac gca ggc acc tat gac gec aag gtg aag aag 528 
Val Ser Ala Tyr Lys Asn Ala Gly Thr Tyr Asp Ala Lys Val Lys Lys 
135 140 145 



tga 

<210> 18 

<211> 176 

<212> PRT 

<213> Mus musculus 

<400> 18 

Met Ala Ala Ser Thr Asp He Ala Gly Leu Glu Glu Ser Phe Arg Lys 
-25 -20 -15 

Phe Ala He His Gly Asp Pro Lys Ala Ser Gly Gin Glu Met Asn Gly 
-10 -5 -11 5 

Lys Asn Trp Ala Lys Leu Cys Lys Asp Cys Lys Val Ala Asp Gly Lys 
10 15 20 

Ala Val Thr Gly Thr Asp Val Asp He Val Phe Ser Lys Val Lys Ala 
25 30 35 

Lys Ser Ala Arg Val He Asn Tyr Glu Glu Phe Lys Lys Ala Leu Glu 
40 45 50 

Glu Leu Ala Thr Lys Arg Phe Lys Gly Lys Ser Lys Glu Glu Ala Phe 
55 60 65 

Asp Ala He Cys Gin Leu He Ala Gly Lys Glu Pro Ala Asn He Gly 
70 75 80 85 

Val Thr Lys Ala Lys Thr Gly Gly Ala Val Asp Arg Leu Thr Asp Thr 
90 95 100 

Ser Lys Tyr Thr Gly Ser His Lys Glu Arg Phe Asp Glu Ser Gly Lys 
105 110 115 



531 
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Gly Lys Gly lie Ala Gly Arg Gin Asp He Leu Asp Asp Ser Gly Tyr 
120 125 130 

Val Ser Ala Tyr Lys Asn Ala Gly Thr Tyr Asp Ala Lys Val Lys Lys 
135 140 145 

<210> 19 

<211> 588 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(585) 
<223> 

<220> 

<221> sig_peptide 

<222> (1)..(51) 
<223> 

<220> 

<221> mat Deptide 
<222> (52TT. 0 
<223> 

<400> 19 

atg get tea gga tgg ttt tac ctg tec tgc atg gtg ctg gga teg ctg 48 

Mel Ala Ser Gly Trp Phe Tyr Leu Ser Cys Met Val Leu Gly Ser Leu 
-15 -10 -5 

gga teg atg tgc ate etc ttc act gec tac tgg atg cag tac tgg cgc 96 
Gly Ser Met Cys He Leu Phe Thr Ala Tyr Trp Met Gin Tyr Trp Arg 
-1 i 5' 10 15 

ggt ggc ttt gee tgg gat ggc acg gtg etc atg ttt aac tgg cac cca 144 
Gly Gly Phe Ala Trp Asp Gly Thr Val Leu Met Phe Asn Trp His Pro 
20 25 30 

gtg etc atg gtt gec ggc atg gtg gtg etc tat gga get gec tea ctg 192 
Val Leu Met Val Ala Gly Met Val Val Leu Tyr Gly Ala Ala Ser Leu 
35 40 45 

gtg tac cgc ctg cct tea teg tgg gtg ggg ccc agg ctg ccc tgg aaa 240 
Val Tyr Arg Leu Pro Ser Ser Trp Val Gly Pro Arg Leu Pro Trp Lys 
50 55 60 

gtt etc cat gca gca ctg cac ctg ctg gec ttc acc tgc act gtg gtg 288 
Val Leu His Ala Ala Leu His Leu Leu Ala Phe Thr Cys Thr Val Val 
65 70 75 

tgg ctg att gec gtc ttt egg ttt cac aac cac teg aga ate gca cac 336 
Jly Leu lie Ala Val Phe Arg Phe His Asn His Ser Arg lie Ala His 
80 85 90 95 

etc tac tec ctg cac age tgg ctg ggt ate acc act gta gtc etc ttc 384 
Leu Tyr Ser Leu His Ser Trp Leu Gly He Thr Thr Val Val Leu Phe 
100 105 HO 

gec tgc cag tgg ttc ctg ggc ttt get gtc ttc etc ctg ccc tgg gca 432 
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Ala Cys Gin Trp Phe Leu Gly Phe Ala Val Phe Leu Leu Pro Trp Ala 
115 120 125 

tec cag tgg ctg cga age etc ctg aaa cct ctg cat gta ttc ttt gga 480 
Ser Gin Trp Leu Arg Ser Leu Leu Lys Pro Leu His Val Phe Phe Gly 
130 135 140 

gec tgc ate ctt tec ctg tec ate aca let gtt att tec ggc ate aat 528 

Ala Cys He Leu Ser Leu Ser He Thr Ser Val He Ser Gly lie Asn 
145 150 155 



gag aag ctt ttc ttt gtt ttg aaa aat gee acc aag ccc eta etc cag 
Glu Lys Leu Phe Phe Val Leu Lys Asn Ala Thr Lys Pro Leu Leu Gin 
160 165 170 175 



cct gec tgg tga 
Pro Ala Trp 



<210> 20 

<211> 195 

<212> PRT 

<213> Mus musculus 

<400> 20 

Met Ala Ser Gly Trp Phe Tyr Leu Ser Cys Met Val Leu Gly Ser Leu 
-15 -10 -5 

Gly Ser Met Cys He Leu Phe Thr Ala Tyr Trp Met Gin Tyr Trp Arg 
-1 15 10 15 

Gly Gly Phe Ala Trp Asp Gly Thr Val Leu Met Phe Asn Trp His Pro 
20 25 30 

Val Leu Met Val Ala Gly Met Val Val Leu Tyr Gly Ala Ala Ser Leu 
35 40 45 

Val Tyr Arg Leu Pro Ser Ser Trp Val Gly Pro Arg Leu Pro Trp Lys 
50 55 60 

Val Leu His Ala Ala Leu His Leu Leu Ala Phe Thr Cys Thr Val Val 
65 70 75 

Gly Leu He Ala Val Phe Arg Phe His Asn His Ser Arg He Ala His 
80 85 90 95 

Leu Tyr Ser Leu His Ser Trp Leu Gly He Thr Thr Val Val Leu Phe 
100 105 110 

Ala Cys Gin Trp Phe Leu Gly Phe Ala Val Phe Leu Leu Pro Trp Ala 
115 120 125 



576 



588 
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Ser Gin Trp Leu Arg Ser Leu Leu Lys Pro Leu His Val Phe Phe Gly 

130 135 140 

Ala Cys He Leu Ser Leu Ser lie Thr Ser Val He Ser Gly lie Asn 
145 150 155 

Glu Lys Leu Phe Phe Vai Leu Lys Asn Ala Thr Lys Pro Leu Leu Gin 
160 165 170 175 



Pro Ala Trp 



21 

3147 
DNA 

Mus musculus 
<220> 

<221> CDS 

<222> (1)..(3144) 

<223> 

<220> 

<221> sig_peptide 

<222> (1)..(147) 
<223> 

<220> 

<221> matoeptide 
<222> (148).. 0 
<223> 

atg°gag 2 aag aga ctg gga gtc aag cca agt ccc get tec tgg gtt ttg 48 
Met Glu Lys Arg Leu Gly Val Lys Pro Ser Pro Ala Ser Trp Val Leu 
-45 -40 -35 




cca 


gga 


Pro 


Gly 


ctg 


ctt 


Leu 


Leu 


get 


gat 


Ala 


Asp 


-1 


1 


ttg 


aga 


Leu 


Arg 


cct 


ttc 


Pro 


Phe 



-30 -25 '"' -20 

tac agt ttc ttc tgc ttc age gtt ctg tgg ttg tea aca gat 

Tyr Ser Phe Phe Cys Phe Ser Val Leu Trp Leu Ser Thr Asr. 

-1& -10 -5 

gag age aga tgc caa cag ggg aag aca ctt tat gga get ggc 

Glu Ser Arg Cys Gin Gin Gly Lys Thr Leu Tyr Gly Ala Gl> 

5 .10 15 

act gag gga gaa aat cac etc egg ctt ctt gca gga age ctt 

Thr Glu Gly Glu Asn His Leu Arg Leu Leu Ala Gly Ser Lei 

20 25 30 

cac gec tgt egg get gec tgc tgc egg gac tct gec tgc ca( 
His Ala Cys Arg Ala Ala Cys Cys Arg Asp Ser Ala Cys Hu 

35 40 45 



96 



144 



192 



240 



288 
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get eta tgg tgg ctg gaa ggg atg tgc tit cag get gac tgc age aag 336 
Ala Leu Trp Trp Leu Glu Gly Met Cys Phe Gin Ala Asp Cys Ser Lys 
50 55 60 

ccc cag age tgc cag cct ttt agg aca gac tct tec aat tec atg ctg 384 
Pro Gin Ser Cys Gin Pro Phe Arg Thr Asp Ser Ser Asn Ser Met Leu 
65 70 75 

ate att ttt caa aaa tec caa act aca gat gat ttg ggc ctt ctg cct 432 
He lie Phe Gin Lys Ser Gin Thr Thr Asp Asp Leu Gly Leu Leu Pro 
80 85 90 95 

gaa gat gat gaa cca cat ctt ctg agg eta ggc tgg ggc agg aca teg 480 
Glu Asp Asp Glu Pro His Leu Leu Arg Leu Gly Trp Gly Arg Thr Ser 
100 105 110 

tgg agg agg cag age ctt ctt ggg get ccc etc ace ctt tct gta ccc 528 
Trp Arg Arg Gin Ser Leu Leu Gly Ala Pro Leu Thr Leu Ser Val Pro 
115 120 125 

tct agt cac cac cag age tta etc agg gat egg cag aag aga gat etc 576 
Ser Ser His His Gin Ser Leu Leu Arg Asp Arg Gin Lys Arg Asp Leu 
130 135 140 

agt gtg gta cct aca cat gga gcg atg cag cat tct aaa gtg aat cac 624 
Ser Val Val Pro Thr His Gly Ala Met Gin His Ser Lys Val Asn His 
145 150 155 

tec gag gaa gca ggt get ctg agt ccc ace tct gca gag gtc cgc aaa 672 
Ser Glu Glu Ala Gly Ala Leu Ser Pro Thr Ser Ala Glu Val Arg Lys 
160 165 170 175 

ace att aca gtt gee ggt tec ttc acc agt aac cac act aca cag act 720 
Thr He Thr Val Ala Gly Ser Phe Thr Ser Asn His Thr Thr Gin Thr 
180 185 190 

cct gag tgg ccc aag aat gtg tec ate cat cct gaa cca tec gag cac 768 
Pro Glu Trp Pro Lys Asn Val Ser He His Pro Glu Pro Ser Glu His 
195 200 205 

tec agt cct gta tct ggt act ccg caa gta aaa age act gag cac agt 816 
Ser Ser Pro Val Ser Gly Thr Pro Gin Val Lys Ser Thr Glu His Ser 
210 215 220 

cca act gat gee cct ctg cca gtg gee ccc tec tac age tat gee acc 864 
Pro Thr Asp Ala Pro Leu Pro Val Ala Pro Ser Tyr Ser Tyr Ala Thr 
225 230 235 

ccc acg ccc cag gee tct tct cag age acc tea gca cca cac cca gtt 912 
Pro Thr Pro Gin Ala Ser Ser Gin Ser Thr Ser Ala Pro His Pro Val 
240 245 250 255 

gta aag gag ctg gtg gtg tct get ggg aag age gtc cag ate acc ctg 960 
Val Lys Glu Leu Val Val Ser Ala Gly Lys Ser Val Gin He Thr Leu 
260 265 270 

cct aag aat gaa gtt cag tta aat gee ttc gtc ctt cca gaa gca gag 1008 
Pro Lys Asn Glu Val Gin Leu Asn Ala Phe Val Leu Pro Glu Ala Glu 
275 280 285 

cca gga gaa acc tac acc tac gac tgg cag ctg ate act cat cct aca 1056 
Pro Gly Glu Thr Tyr Thr Tyr Asp Trp Gin Leu He Thr His Pro Thr 
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290 



295 



300 



gac tac agt gga gag gtg gag agg aaa cat tec cag age etc caa ctg 
Asp Tyr Ser Gly Glu Val Glu Arg Lys His Ser Gin Ser Leu Gin Leu 
305 310 315 

tec aag ctg act cca ggc ctg tac gaa ttc aag gtg act gtg gat ggc 
Ser Lys Leu Thr Pro Gly Leu Tyr Glu Phe Lys Val Thr Val Asp Gly 
320 325 330 335 

cag aat gec cat ggg gaa ggc tac gtg aat gtg aca gtg aaa cca gag 
Gin Asn Ala His Gly Glu Gly Tyr Val Asn Val Thr Val Lys Pro Glu 
340 345 350 

ccc cgt aag aac egg cct ccc gtt get gtg gtg tea cct cag ttc cag 
Pro Arg Lys Asn Arg Pro Pro Val Ala Val Val Ser Pro Gin Phe Gin 
355 360 365 

gag ate teg ctg cca ace act tct ace ate att gat ggc age cag age 
Glu He Ser Leu Pro Thr Thr Ser Thr lie He Asp Gly Ser Gin Ser 
370 375 380 

acg gat gac gat aaa att gtc cag tac cac tgg gaa gag ctt aag ggg 
Thr Asp Asp Asp Lys He Val Gin Tyr His Trp Glu Glu Leu Lys Gly 
385 390 395 

ccc ctg aga gaa gag aag ate tct gaa gac aca gec ata eta aaa ctt 
Pro Leu Arg Glu Glu Lys He Ser Glu Asp Thr Ala He Leu Lys Leu 
400 405 410 415 

agt aag etc gtc ccg ggg aac tac ace ttc age tta act gtt gtc gac 
Ser Lys Leu Val Pro Gly Asn Tyr Thr Phe Ser Leu Thr Val Val Asp 
420 425 430 

tct gac ggg get acc aac tec ace act gca age ctg act gtg aac aaa 
Ser Asp Gly Ala Thr Asn Ser Thr Thr Ala Ser Leu Thr Val Asn Lys 
435 440 445 

get gtg gac tac cct ccc gtg gec aat gca ggc ccc aac caa gtg ate 
Ala Val Asp Tyr Pro Pro Val Ala Asn Ala Gly Pro Asn Gin Val He 
450 455 460 

acc ctg cct cag aac tec ate acc etc ttt gga aac cag age acg gat 
Thr Leu Pro Gin Asn Ser He Thr Leu Phe Gly Asn Gin Ser Thr Asp 
465 470 475 

gac cac ggc ate acc age tat gag tgg teg etc age ccg age age aaa 
Asp His Gly He Thr Ser Tyr Glu Trp Ser Leu Ser Pro Ser Ser Lys 
480 485 490 495 



ggg aag gtg gtg gag atg cag gga 
Gly Lys Val Val Glu Met Gin Gly 
500 



tt aga acg cca gee ctg cag ctg 
al Arg Thr Pro Ala Leu Gin Leu 
505 510 



tec gca atg caa gaa gga gac tat acc tac cag etc aca gtg act gac 

Ser Ala Met Gin Glu Gly Asp Tyr Thr Tyr Gin Leu Thr Val Thr Asp 

515 520 525 

acc gca gga caa cag gee acc gee caa gtg act gtg att gtg cag cct 

Thr Ala Gly Gin Gin Ala Thr Ala Gin Val Thr Val He Val Gin Pro 
530 535 540 



1104 

1152 

1200 

1248 

1296 

1344 

1392 

1440 

1488 

1536 

1584 

1632 

1680 

1728 

1776 
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gag aac aac aag cct cct cag gca gat gca ggc cca gac aaa gag ctg 
Glu Asn Asn Lys Pro Pro Gin Ala Asp Ala Gly Pro Asp Lys Glu Leu 
545 550 555 

acc ctg ccc gtg gac age aca acc ctg gac ggc age aag age aca gat 
Thr Leu Pro Val Asp Ser Thr Thr Leu Asp Gly Ser Lys Ser Thr Asp 
560 565 570 575 

gac cag aga gtc gtc tct tac ctt tgg gag cag agt egg gga cct gac 
Asp Gin Arg Val Val Ser Tyr Leu Trp Glu Gin Ser Arg Gly Pro Asp 
580 585 590 

ggg gtg cag ctg gag aat gee aac age agt gtc gee act gtg act ggg 
Gly Val Gin Leu Glu Asn Ala Asn Ser Ser Val Ala Thr Val Thr Gly 
595 600 605 

ctg caa gtc ggg act tat gta ttc acc ttg act gtc aaa gat gag agg 
Leu Gin Val Gly Thr Tyr Val Phe Thr Leu Thr Val Lys Asp Glu Arg 
610 615 620 

aac eta cag age cag age tec gtt aat gtc att gtc aaa gaa gaa ata 
Asn Leu Gin Ser Gin Ser Ser Val Asn Val He Val Lys Glu Glu He 
625 630 635 

aac aaa ceg cca gta gee aag ate get ggg aac gtg gtg gtg acc ttg 
Asn Lys Pro Pro Val Ala Lys lie Ala Gly Asn Val Val Val Thr Leu 
640 645 650 655 

ccc acg age aca get gag ctg gat ggc teg agg tec tea gat gac aag 
Pro Thr Ser Thr Ala Glu Leu Asp Gly Ser Arg Ser Ser Asp Asp Lys 
660 665 670 

ggg ata gtc age tac ctg tgg act cga gat gag acg age cca gee gca 
Gly lie Val Ser Tyr Leu Trp Thr Arg Asp Glu Thr Ser Pro Ala Ala 
675 680 685 

ggg gag gtg ctg aat cac tct gac cac cac cct gtc etc ttc etc tec 
Gly Glu Val Leu Asn His Ser Asp His His Pro Val Leu Phe Leu Ser 
690 695 700 

aac ctg gtg gag ggg acc tac acg ttt cac ctg aaa gtg aca gat gca 
Asn Leu Val Glu Gly Thr Tyr Thr Phe His Leu Lys Val Thr Asp Ala 
705 710 715 

aag ggc gag age gac aca gac egg acg aca gtg gaa gtg aag cct gac 
Lys Gly Glu Ser Asp Thr Asp Arg Thr Thr Val Glu Val Lys Pro Asp 
720 725 730 735 

ccc agg aaa age aac eta gtg gag ate ate ttg gat gtg aac gtc agt 
Pro Arg Lys Ser Asn Leu Val Glu He He Leu Asp Val Asn Val Ser 
740 745 750 

cag ctg act gag agg ctg aag ggg atg etc ate cgc cag att ggg gtc 
Gin Leu Thr Glu Arg Leu Lys Gly Met Leu He Arg Gin He Gly Val 
755 760 765 

etc ctg ggg gtg ctg gat tec gac ate att gtg caa aag att cag ceg 
Leu Leu Gly Val Leu Asp Ser Asp He He Val 



770 



775 



Gin Lys He Gin Pro 
780 



tac acg gag cag age acc aag atg ttg ttt ttt gtt cag aac gac cct 
Tyr Thr Glu Gin Ser Thr Lys Met Leu Phe Phe Val Gin Asn Asp Pro 



1824 
1872 
1920 
1968 
2016 
2064 
2112 
2160 
2208 
2256 
2304 
2352 
2400 
2448 
2496 
2544 
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785 790 795 

ccc cac cag etc ttc aaa ggc cat gag gtg gca gee atg etc aag age 2592 
Pro His Gin Leu Phe Lys Gly His Glu Val Ala Ala Met Leu Lys Ser 
800 805 810 815 

gag ctg cag aag cag aag get gac ttc etc ate ttc aga gee ctg gaa 2640 
Glu Leu Gin Lys Gin Lys Ala Asp Phe Leu He Phe Arg Ala Leu Glu 
820 825 830 

ate age aca gtc aca tgt cag ctg aac tgt tct gac cat ggc cac tgt 2688 
He Ser Thr Val Thr Cys Gin Leu Asn Cys Ser Asp His Gly His Cys 
835 840 845 

gac tea lie ace aag cgc tgt gtc tgt gac ccg ttt tgg atg gag aat 2736 
Asp Ser Phe Thr Lys Arg Cys Val Cys Asp Pro Phe Trp Met Glu Asn 
850 855 860 

ttc ate aag gtg cag ctg agg gat gga gac age aac tgt gaa tgg age 2784 
Phe He Lys Val Gin Leu Arg Asp Gly Asp Ser Asn Cys Glu Trp Ser 
865 870 875 

gtg etc tac gtc ate att gec tec ttt gtc att gtt gtt gec ttg ggg 2832 
Val Leu Tyr Val He He Ala Ser Phe Val He Val Val Ala Leu Gly 
880 885 890 895 

ate ctg tea tgg act aca ate tgc tgc tgc aag agg caa aaa gga aaa 2880 
He Leu Ser Trp Thr Thr He Cys Cys Cys Lys Arg Gin Lys Gly Lys 
900 905 910 

ccc aag agg aaa age aga tac aag ate ctg gat gee aca gat cag gag 2928 
Pro Lys Arg Lys Ser Arg Tyr Lys He Leu Asp Ala Thr Asp Gin Glu 
915 920 925 

age ctg gag ctg aaa cca acc tec cga gca ggc age aaa cag aaa ggc 2976 
Ser Leu Glu Leu Lys Pro Thr Ser Arg Ala Gly Ser Lys Gin Lys Gly 
930 935 940 

ccc acg ctg age age age ctg atg cat tct gaa teg gag ctg gac age 3024 
Pro Thr Leu Ser Ser Ser Leu Met His Ser Glu Ser Glu Leu Asp Ser 
945 950 955 

gac gat gee ate ttc aca tgg cca gac egg gag aag ggc aaa eta ctg 3072 
Asp Asp Ala He Phe Thr Trp Pro Asp Arg Glu Lys Gly Lys Leu Leu 
960 965 970 975 

tat ggt cag aat ggc tct gtg cca aac ggg caa aca cct ttg aag tec 3120 
Tyr Gly Gin Asn Gly Ser Val Pro Asn Gly Gin Thr Pro Leu Lys Ser 
980 985 990 

agg age gca egg gag gag ate ttg tag 3147 
Arg Ser Ala Arg Glu Glu He Leu 
995 

<210> 22 
<211> 1048 
<212> PRT 
<213> Mus musculus 

<400> 22 
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Mel Glu Lys Arg Leu Gly Val Lys Pro Ser Pro Ala Ser Trp Val Leu 
-45 -40 -35 



Pro Gly Tyr Cys Trp Gin Thr Ser Val Lys Leu Pro Arg Ser Leu Tyr 
-30 -25 -20 



Leu Leu Tyr Ser Phe Phe Cys Phe Ser Val Leu Trp Leu Ser Thr Asp 
-15 -10 -5 



Ala Asp Glu Ser Arg Cys Gin Gin Gly Lys Thr Leu Tyr Gly Ala Gly 
-11 5 10 15 



Leu Arg Thr Glu Gly Glu Asn His Leu Arg Leu Leu Ala Gly Ser Leu 
20 25 30 



Pro Phe His Ala Cys Arg Ala Ala Cys Cys Arg Asp Ser Ala Cys His 
35 40 45 



Ala Leu Trp Trp Leu Glu Gly Met Cys Phe Gin Ala Asp Cys Ser Lys 
50 55 60 



Pro Gin Ser Cys Gin Pro Phe Arg Thr Asp Ser Ser Asn Ser Met Leu 
65 70 75 



He He Phe Gin Lys Ser Gin Thr Thr Asp Asp Leu Gly Leu Leu Pro 
80 85 90 95 



Glu Asp Asp Glu Pro His Leu Leu Arg Leu Gly Trp Gly Arg Thr Ser 
100 105 110 



Trp Arg Arg Gin Ser Leu Leu Gly Ala Pro Leu Thr Leu Ser Val Pro 
115 120 125 



Ser Ser His His Gin Ser Leu Leu Arg Asp Arg Gin Lys Arg Asp Leu 
130 135 140 



Ser Val Val Pro Thr His Gly Ala Met Gin His Ser Lys Val Asn His 
145 150 155 



Ser Glu Glu Ala Gly Ala Leu Ser Pro Thr Ser Ala Glu Val Arg Lys 
160 165 170 175 



Thr He Thr Val Ala Gly Ser Phe Thr Ser Asn His Thr Thr Gin Thr 
180 185 190 



Pro Glu Trp Pro Lys Asn Val Ser lie His Pro Glu Pro Ser Glu His 



195 



200 



205 
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Ser Ser Pro Val Ser Gly Thr Pro Gin Val Lys Ser Thr Glu His Ser 
210 215 220 



Pro Thr Asp Ala Pro Leu Pro Val Ala Pro Ser Tyr Ser Tyr Ala Thr 
225 230 235 



Pro Thr Pro Gin Ala Ser Ser Gin Ser Thr Ser Ala Pro His Pro Val 
240 245 250 255 



Val Lys Glu Leu Val Val Ser Ala Gly Lys Ser Val Gin He Thr Leu 
260 265 270 



Pro Lys Asn Glu Val Gin Leu Asn Ala Phe Val Leu Pro Glu Ala Glu 
275 280 285 



Pro Gly Glu Thr Tyr Thr Tyr Asp Trp Gin Leu lie Thr His Pro Thr 
290 295 300 



Asp Tyr Ser Gly Glu Val Glu Arg Lys His Ser Gin Ser Leu Gin Leu 
305 310 315 



Ser Lys Leu Thr Pro Gly Leu Tyr Glu Phe Lys Val Thr Val Asp Gly 
320 325 330 335 



Gin Asn Ala His Gly Glu Gly Tyr Val Asn Val Thr Val Lys Pro Glu 
340 345 350 



Pro Arg Lys Asn Arg Pro Pro Val Ala Val Val Ser Pro Gin Phe Gin 
355 360 365 



Glu He Ser Leu Pro Thr Thr Ser Thr lie He Asp Gly Ser Gin Ser 
370 375 380 



Thr Asp Asp Asp Lys He Val Gin Tyr His Trp Glu Glu Leu Lys Gly 
385 390 395 



Pro Leu Arg Glu Glu Lys He Ser Glu Asp Thr Ala He Leu Lys Leu 
400 405 410 415 



Ser Lys Leu Val Pro Gly Asn Tyr Thr Phe Ser Leu Thr Val Val Asp 
420 425 430 



Ser Asp Gly Ala Thr Asn Ser Thr Thr Ala Ser Leu Thr Val Asn Lys 



435 



440 



445 
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Ala Val Asp Tyr Pro Pro Val Ala Asn Ala Gly Pro Asn Gin Val He 
450 455 460 

Thr Leu Pro Gin Asn Ser He Thr Leu Phe Gly Asn Gin Ser Thr Asp 
465 470 475 

Asp His Gly lie Thr Se"r Tyr Glu Trp Ser Leu Ser Pro Ser Ser Lys 
480 485 490 495 

Gly Lys Val Val Glu Met Gin Gly Val Arg Thr Pro Ala Leu Gin Leu 
500 505 510 

Ser Ala Met Gin Glu Gly Asp Tyr Thr Tyr Gin Leu Thr Val Thr Asp 
515 520 525 

Thr Ala Gly Gin Gin Ala Thr Ala Gin Val Thr Val lie Val Gin Pro 
530 535 540 

Glu Asn Asn Lys Pro Pro Gin Ala Asp Ala Gly Pro Asp Lys Glu Leu 
545 550 555 

Thr Leu Pro Val Asp Ser Thr Thr Leu Asp Gly Ser Lys Ser Thr Asp 
560 565 570 575 

Asp Gin Arg Val Val Ser Tyr Leu Trp Glu Gin Ser Arg Gly Pro Asp 
580 585 590 

Gly Val Gin Leu Glu Asn Ala Asn Ser Ser Val Ala Thr Val Thr Gly 
595 600 605 

Leu Gin Val Gly Thr Tyr Val Phe Thr Leu Thr Val Lys Asp Glu Arg 
610 615 620 

Asn Leu Gin Ser Gin Ser Ser Val Asn Val He Val Lys Glu Glu He 
625 630 635 

Asn Lys Pro Pro Val Ala Lys He Ala Gly Asn Val Val Val Thr Leu 
640 645 650 655 

Pro Thr Ser Thr Ala Glu Leu Asp Gly Ser Arg Ser Ser Asp Asp Lys 
660 665 670 

Gly He Val Ser Tyr Leu Trp Thr Arg Asp Glu Thr Ser Pro Ala Ala 
675 680 685 

Gly Glu Val Leu Asn His Ser Asp His His Pro Val Leu Phe Leu Ser 
690 695 700 
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Asn Leu Val Glu Gly Thr Tyr Thr Phe His Leu Lys Val Thr Asp Ala 
705 710 715 



Lys Gly Glu Ser Asp Thr Asp Arg Thr Thr Val Glu Val Lys Pro Asp 
720 725 730 735 



Pro Arg Lys Ser Asn Leu Val Glu lie He Leu Asp Val Asn Val Ser 
740 745 750 



Gin Leu Thr Glu Arg Leu Lys Gly Met Leu lie Arg Gin He Gly Val 
755 760 765 



Leu Leu Gly Val Leu Asp Ser Asp He He Val Gin Lys He Gin Pro 
770 775 780 



Tyr Thr Glu Gin Ser Thr Lys Met Leu Phe Phe Val Gin Asn Asp Pro 
785 790 795 



Pro His Gin Leu Phe Lys Gly His Glu Val Ala Ala Met Leu Lys Ser 
800 805 810 815 



Glu Leu Gin Lys Gin Lys Ala Asp Phe Leu He Phe Arg Ala Leu Glu 
820 825 830 



He Ser Thr Val Thr Cys Gin Leu Asn Cys Ser Asp His Gly His Cys 
835 840 845 



Asp Ser Phe Thr Lys Arg Cys Val Cys Asp Pro Phe Trp Met Glu Asn 
850 855 860 



Phe He Lys Val Gin Leu Arg Asp Gly Asp Ser Asn Cys Glu Trp Ser 
865 870 875 



Val Leu Tyr Val He He Ala Ser Phe Val He Val Val Ala Leu Gly 
880 885 890 895 



He Leu Ser Trp Thr Thr He Cys Cys Cys Lys Arg Gin Lys Gly Lys 
900 905 910 



Pro Lys Arg Lys Ser Arg Tyr Lys He Leu Asp Ala Thr Asp Gin Glu 
915 920 925 



Ser Leu Glu Leu Lys Pro Thr Ser Arg Ala Gly Ser Lys Gin Lys Gly 



930 



935 



940 
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Pro Thr Leu Ser Ser Ser Leu Met His Ser Glu Ser Glu Leu Asp Ser 
945 950 955 



Asp Asp Ala lie Phe Thr Trp Pro Asp Arg Glu Lys Gly Lys Leu Leu 
960 965 970 975 



Tyr Gly Gin Asn Gly Ser Val Pro Asn Gly Gin Thr Pro Leu Lys Ser 
980 985 990 



Arg Ser Ala Arg Glu Glu He Leu 
995 



<210> 23 

<211> 691 

<212> DNA 

<213> Mus musculus 



<400> 23 

ccggcgtccg gcagatgcac gcggggcggg ggccggggga gaggcgggga gagagaaccc 
acaacaaaac ttggctcgct gcgcccacgg ctcgacttga atgacaggag ccggcgcccg 
cggagcgcag cggacacccg cgagcctgtt ccgcccacgg cgcggcgcgc agcggcaggt 
gctggcaagg gccagtggca tcagatcccc cagagctggg gttacaggtg gttgtgagtc 
atcccagaga gtgctgggct cagtcttctg tgagcagagc actgctctta acagataagc 
ttgtggactt tlatggagac aagccaaagg tgagagaaga aagccagcct gtccagcacc 
atggctggca gcaggggcct gccactccta ctgctggtgc ttcagctctt cctgggcccl 
gtgctgcctg tgagggcacc tgtgtttggc cgaagtgaca cccccaccct gagccccgag 
gagaatgaat ttgtggagga agagaatcag ccagtgctgg ttctgagctc cgaggagcca 
gagcctggcc agccactgtc gaclgtcccg agattggtgc ctgttccagg aaggtgtatg 
gactglggtg gcattgacct gcgtgagttt cangggaact gccgagcaca ccaaccalct 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 



<220> 




<220> 
<221> 
<222> 
<223> 



oisc feature 



(6807. . (680) 



n' stands for unidentified base. 
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tctcttgcag aaaaaccagn tngagaaaat c 691 

<210> 24 

<21l> 572 

<212> DNA 

<213> Mus musculus 

<400> 24 

gctgctgtca ggtggtccct tttatggtgg gttcctgtgg tcgctgcgca gcggctggcc 60 

gacttccgca gcgggtctcg ggccaccgag cgccgtcttc acccagcgcc atggctgtgg 120 

ccgctgtcgg ccgcccgaga gccctgcgct gcccgctgtt gctcctgctg tcactcctgc 180 

tggtagccgg ccctgcgctg ggctggaacg accclgacag aatactcttg cgggatglga 240 

aagctcttac cctctactcc gaccgctaca ccacctcccg gaggctggac cctatcccac 300 

agttgaagtg tgttggaggc accgccggtt gtgaggccta tacccccagg gtgatacagt 360 

gccagaacaa aggctgggat ggctacgatg tacagtggga atgtaagacc gacttggata 420 

Itgcatacaa atttggcaaa actgtggtga gctgtgaagg ctacgagtcc tctgaagacc 480 

agtatgtcct caggggttcc tgcggcttgg agtacaactt agattacaca gagctgggcc 540 

tgaagaaact gaaggagcgc ggccgcgtcg ac 572 

C210> 25 

(21 1> 877 

;212> DNA 

(213> Mus musculus 

C220> 

(221> misc feature 
C222> (6627. . (662) 

C223> ' n stands for unidentified base. 
<400> 25 

ctccgccgca gttctcggtg ggtcgccggg cagccctccc gccatgcacc tgctgcttgc 60 

agccgcgttc gggctgctgc tgctgctgcc gccgcccggg gccgtagcct cccggaagcc 120 

gacgatgtgc cagagatgcc ggacgctggt ggacaagttc aaccagggga tggccaacac 180 

ggccaggaag aatttcggtg gcggcaacac ggcgtgggaa gagaagacgc tgtctaagta 240 

cgaattcagt gagatccggc ttctggagat catggagggt ctgtgtgaca gcagtgactt 300 

tgagtgcaac caactcttgg agcagcagga ggagcagcta gaggcttggt ggcagacact 360 

gaagaaggag caccccaacc tatttgagtg gttclgtgta cacacactga aagcgtgctg 420 

tcttccaggc acctacgggc cagactgtca agagtgccag ggtgggtccg agaggccttg 480 

cagcggaaac ggctattgca gcggagacgg cagcagacag ggcgacgggt cctgccagtg 540 

tcacacaggc tacaagggac cactgtgtat tgactgcaca gacggcttct tcagcttgca 600 
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gaggaacgag acccacagca tclgctcagc ctgtgatgag Icttgcaaga cctgctctgg 
tncaagcaac aaagactgta tccaglgtga agtgggctgg gcacgtgtgg aggatgcctg 
tgtggatgtg gatgagtgtg cagcagagac atctccgtgc agcgatggcc agtactgiga 
gaatgtcaac ggctcgtaca catgtgaaga ctgtgattct acctgcgtgg gctglacagg 
aaaaggccca gccaactgta aggagtgtat tgccggc 

<210> 26 
<21l> 930 
<212> DNA 



<2l3> Mus musculus 
<400> 26 

aggggacccg cggcacgagc gagagctcgc cagccccgcc acgatgcccc cgcgcccagg 
acgcctcctc cagccgctgg ccgggctgcc ggccctggcc acgctcctgc tgctgctcgg 
ggcgcgcaaa ggcgcccggg cccaggaggt ggaagcggac agcggggtcg agcaggaccc 
gcacgccaag cacctgtata cggccgacat gttcacgcac gggatccaga gcgccgcgca 
cttcgtcatg ttcttcgcgc cctggtgtgg acactgccag cggctgcagc caacttggaa 
tgacctggga gacaagtaca acagcatgga ggatgccaag gtctacgtgg ccaaagtgga 
ctgcacggct gattccgacg tgtgctctgc ccagggagtg cgaggatacc ccaccctgaa 
gilttttaag cctggacaag aagcagtgaa gtaccagggt cctagagact ttgaaacact 
ggaaaactgg atgctgcaga cactgaacga ggagccagcc acaccggagc cggaagcgga 
accacccaga gcccctgagc tcaaacaggg gttgtatgag ctctcggcca acaactttga 
gctgcatgtt tctcaaggca accactttat caagttcttc gctccgtggt gcggtcactg 
caaagctctg gctccaacct gggagcagct ggctctgggc cttgaacatt ctgaaaccgt 
caagattggc aaggttgact gcacgcagca ctacgctgtc tgctcagagc atcaggtcag 
aggctatcca actctgctct ggtticgaga tggcaagaag gtggaicagt acaagggaaa 
gcgggacttg gagtcactga gagactatgt gcagtcccag ctgcagggtt cagaggcagc 
tccggagact gttgagccgt cagaggcccc 

<210> 27 



660 
720 
780 
840 
877 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
930 




<213> Mus musculus 



<220> 



<221> misc feature 
<222> (3257. . (325) 



<223> 'n' stands for unidentified base. 



<220> 
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aggggcggga ccgggcgggt tgcggagggt aggcacgcgg aggccgggcc atgcgtgcgg 60 

gccggtgtgc cgcggcgctg ctgclgctgc tactgagcgg cgcggggcgc gcgatcggct 120 

ccgaggacat cgtggtaggc tgcgggggtt tcgtgaagtc ggacgtggag atcaactact 180 

cgctcatcga gataaagtta tacaccaagc atgggacttt gaaatatcag acggactgig 240 

ctcctaacaa cggctacttt atgatcccct tgtatgataa gggggatttc atcctgaaga 300 

tcgaacctcc tctgggctgg agttntganc caaccaacgt gtagclgcga gtggatgglg 360 

tgagcgacat ctgcacgaag ggcggggaca tcaacttcct attcactggc ttctctgtga 420 

atggcaaggt cctcagcaaa gggcagcccc tgggcccagc aggagttcag gtatccctga 480 

gaagcaccgg tgctgaclcg aagatccagt ctacagtcac gcagcctggc ggaaagtttg 540 

cgtttttcca agttcttcct ggagattatg aaatccttgc aactcacccg acctgggccc 600 

tgaaggaggc aagtaccacg gtgcgtgtga cgaactcgaa t 641 

<210> 28 

<2ll> 703 

<212> DNA 

<213> Mus musculus 

gcgcgtcgcg gacccccgcc tgggcctcca gtgggacagc ctccctgggg gctttggcag 60 

gtgtcacttc ttcaccttgg cgtcataggt gcctgcgttt ttgtaggcac tcacgtagcc 120 

actgtcgtcc aggatgtcct gccgtccagc gatgcccttt cccttgccgc tctcatcaaa 180 

gcgttctttg tgggagcccg tatacttact ggtgtccgtc agccggtcca cagcaccacc 240 

cgttttagct ttggtgacgc caatgttggc cggttccttg cccgctatca gctggcagat 300 

ggcatcaaag gcctcctcct tggacttccc cttgaaccgc ttagttgcca gctcttccag 360 

ggccttcttg aactcctcal agttgattac tctagcagat ttcgccttga ctttggagaa 420 

gacgatgtcg acgtcggtgc ccgttacggc ctttccgtcg gccaccttac agtccttgca 480 

cagcttggcc cagttcttgc cattcatctc ttgcccgctg gccttggggt cgccatggat 540 

ggcaaacttc cggaagctct cctccagccc agctatgtcc gtgctcgctg ccatgccacc 600 

cggcttctac cgcttggctg ctcctgagcg tgccttcgga caggacccag gaactgatgc 660 

tggagaccag gaggctccac agciccgctc cctgccggct ccc 703 



<210> 29 
<211> 934 
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<2 1 2> DNA 

<213> Mus musculus 

<220> 

<221> raise feature 
<222> (6057. . (605) 

<223> V stands for unidentified base. 

ccgaggttca agaggagect agggagtggc agctctcgct gaeeggeggg tcccagagac 60 

clgcccccaa ggtgtcccac tgtgtggcta agggtgggat agaacceggg ctgggagagc 120 

cgggttatgg gttccagtgg tggttccgcc gcttccttgc ttcgctctgt cttacctcgg 180 

cgttcagcct atttttcctc gtaagaattg gacacttttc cgtgcccctt ccataccgca 240 

ggtggtgttc gtagaggctc teaegctttt caaaaggegt ctcatctaag acttgetaga 300 

accaacctga ctaaaggagt caccgtcata ccccccttgc acctggagta aatctgactg 360 

tccgaaggac gaaggacegg tctgtgagca cttgtgctaa ggtggacttt attcacactc 420 

ctgagtggaa tattatttgt cactcactcc tgagtcctgc cgtttggagg ggctgccttt 480 

ggaaatgagt tctgggaact gaacacagga actgggtgcc tgtaccaggc ttgccatttg 540 

cctgaccgag ttactcttct ttggatcccg gcgctgcagt acttttgaat tgttcctgtg 600 

aaggncagaa gtaggtattt ggtcccttgg agctgtgagc tgatgtaggt gctgggaact 660 

cagctgtggt gtgctgcaag accaaggacg agtcttgcag tgttaagtgt tttcctcagg 720 

gtgetcagae ggtgaaaatc agagatcagg ccacctttct gtgagectte agctgagtct 780 

aaaggtgtta ttgatcagaa tggcttcagg atggttttac ctgtcctgca tggtgctggg 840 

atcgctggga tcgatgtgca tcctcttcac tgcctactgg atgeagtact ggcgcggtgg 900 

etttgectgg gatggcaegg tgctcatgtt taac 934 

(21 0> 30 

C211> 812 

C212> DNA 

^21 3> Mus musculus 

<220> 

<221> misc feature 
<222> (5897. . (589) 

<223> V stands for unidentified base. 

<400> 30 CA 
ggaggctgag gcaagaggga gctgtccggg tggggageca gcacttcctt cttcctcctc 60 

tgcgtgaggg gagagaaggt tgggggtccc cgagcccatg gategggagg aggeggagge 120 

cgccgagagc cggcacccct ctatgtggcc ctgagccccg tgtactggtt ccgcctctct 180 

ggaaggecat ggagaagaga ctgggagtca agccaagtcc cgcttcctgg gttttgccag 240 
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720 
780 



gatattgttg gcagacatca gtgaagctgc cgagaagcct gtacctgctt tacagtttct 300 

tctgcttcag cgttctgtgg ttgtcaacag atgctgatga gagcagatgc caacagggga 360 

agacacltta tggagctggc ttgagaactg agggagaaaa tcacctccgg cttcttgcag 420 

gaagcctgcc tttccacgcc tgtcgggctg cclgctgccg ggactctgcc tgccacgctc 480 

tatggiggct ggaagggatg tgctttcagg ctgactgcag taagccccag agctgccagc 540 

ctttlaggac agactcttcc aattccatgc tgatcatttt tcaaaaatnc caaactacag 600 

atgatttggg ccttctgcct gaagatgatg aaccacatct Ictgaggcta ggctggggca 660 

ggacatcgtg gaggaggcag agccttcttg gggctcccct caccctttct gtaccctcta 

gtcaccacca gagcttactc agggatcggc agaagagaga tctcagtgtg gtacctacac 

atggagcgat gcagcattcl aaagtgaatc ac 81 2 

<210> 31 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 

fragment of secretory or membrane proteins derived from mouse white 
adipose tissue. 

<400> 31 

gggggtggac catcctcta Iy 

(210> 32 
C211> 20 
C212> DNA 

!13> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 

fragment of secretory or membrane proteins derived from mouse white 
adipose tissue. 

<400> 32 9ft 
cgcgcagctg taaacggtag zu 

<210> 33 

<211> 21 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as S^RACE gene-specific primer 
for identifying base sequence encoding full length mSST20-l4. 

<400> 33 91 
caggcccctg ctgccagcca t LX 



WO 2004/007711 




'CT/JP2003/008690 



48/51 



<2I0> 34 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<220> . .,. . 

<223> Oligonucleotide designed to act as 3 -RACE gene-speci f ic primer 
for identifying base sequence encoding full length mSST20-14. 

<400> 34 

atgcacgcgg ggcgggggcc «f 

<210> 35 

<211> 21 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 5' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST22-22. 

<400> 35 

gcgaccacag gaacccacca t il 



<210> 36 
<211> 20 
<212> 
<213> 



<220> 
<223> 



DNA 

Artificial Sequence 




Oligonucleotide designed to act as 3' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST22-22. 

<400> 36 

atggtgggtt cctgtggtcg w 

37 
21 
DNA 

Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 5' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST8-5. 

<400> 37 

ggctgcaagc agcaggtgca t £l 

<210> 38 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 3' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST8-5. 
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<400> 38 9n 
algcacctgc tgcttgcagc £U 

<210> 39 

<211> 21 

<212> DNA 

<213> Artificial Sequence 

<220> r , 

<223> Oligonucleotide designed to act as 5 -RACE gene-specific primer 
for identifying base sequence encoding full length mSST19-15. 

<400> 39 01 
gcgtcctggg cgcgggggca t «i 



210> 40 
2 1 1> 20 



DNA 

Artificial Sequence 



<220> 

<223> Oligonucleotide designed to act as 3 -RACE gene-spec i fic primer 
for identifying base sequence encoding full length mSST19-15. 

<400> 40 

atgcccccgc gcccaggacg iy} 

<210> 41 

<211> 21 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 5' -RACE gene-specific primer 
for identifying base sequence encoding full length mSSTl 3-1 1 . 

<400> 41 

ggcacaccgg cccgcacgca t 61 

<210> 42 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 

<400> 42 

atgcgtgcgg gccggtgtgc 



<220> 

<223> Oligonucleotide designed to act as 3' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST 13-11. 



20 



C210> 43 

C211> 21 

C212> DNA 

C213> Artificial Sequence 
<220> 
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<223> Oligonucleotide designed to act as 5' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST9-8. 

<400> 43 

tatgtccgtg ctcgctgcca t 21 

<210> 44 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 3 -RACE gene-speci f ic primer 
for identifying base sequence encoding full length mSST9-8. 

<400> 44 

atgtcctgcc gtccagcgat w 
C210> 45 

;2ii> 21 

C212> DNA 

s213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 5' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST21-3. 

<400> 45 

gtaaaaccat cctgaagcca t il 



210> 46 

21 1> 20 

212> DNA 

213> Artificial Sequence 
<220> 



i 



<223> Oligonucleotide designed to act as 3 -RACE gene-spec if ic primer 
for identifying base sequence encoding full length mSST2l-3. 



<400> 46 

atgggttcca gtggtggttc 



<210> 47 

<211> 21 

<212> DNA 

<213> Artificial Sequece 



20 



<220> 

<223> Oligonucleotide designed to act as 5' -RACE gene-specific primer 
for identifying base sequence encoding full length mSST20-6. 

<400> 47 

gactcccagt ctcttctcca t *« 



210> 48 
21 1> 20 
21 2> DNA 
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<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as 3'-RACE gene-specific primer 
for identifying base sequence encoding full length mSST20-6. 

<400> 48 

atggatcggg aggaggcgga w 



INTERNATIuWaL search report 



JnteMKnal application No. 

PCT/JP03/08690 



A. CLASSIFICATION OF SUBJECT MATTER 

Int CI 1 C12N15/00, C07K14/47, C07K16/18, C12Q1/68, A61K38/17, 

39/395, 45/00, 48/00, A61P48/00, 3/04, 3/10, 9/10, 43/00, 
G01N33/50, 33/15 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int CI 7 C12N15/00, C07K14/47, C07K16/18, C12Q1/68, A61K38/17, 

39/395, 45/00, 48/00, A61P48/00, 3/04, 3/10, 9/10, 43/00, 
G01N33/50, 33/15 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 

BIOSIS/WPI (DIALOG) , JSTPlus ( JOIS) , Genbank/Geneseq, Swissprot/Geneseq 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Kazuhisa MAEDA et al . , Analysis of an expression 
profile of genes in the human adipose tissue, 
Gene, Vol.190 (1997), pages 227 to 235 

Erding Hu et al., AdipoQ is a novel adipose- 
specific gene dysregulated in obesity, Journal of 
Biological Chemistry, Voi.271, No. 18, (1996), 
pages 10697 to 10703 

Sylvain Baulande et al., Adiponutrin, a 
transmembrane protein corresponding to a novel 
dietary- and obesity-linked mRNA specifically 
expressed in the adipose lineage, Journal of 
Biological Chemistry, Vol.276, No. 36, (2001), 
pages 33336 to 33344 



Relevant to claim No. 



1-65 



1-65 



1-65 



[~x] Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

W A W document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
U QT document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



T 



uyn 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
19 September, 2003 (19.09.03) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 

07 October, 2003 (07.10.03) 



Authorized officer 



Telephone No. 



Form PCT/ISA/2 10 (second sheet) (July 1998) 



# 



INTERNATIONAL SEARCH REPORT 



IntelflHbnal application No. 

PCT/JP03/08690 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,X 



Kee-Hong Kim et al., A cysteine-rich adipose 
tissue-specific secretory factor inhibits 
adipocyte differentiation/ Journal of Biological 
Chemistry, Vol. 276, No. 14, (2001), pages 11252 to 
11256 



1-65 



US 2003/032155 Al 
13 February, 2003 
(Family: none) 



(Genentech Inc . ) , 
(13.02.03) , 



WO 00/53758 A2 (Genentech Inc.), 
i4 September, 2000 (14.09.00), 
& AU 200035144 A & US 

& KR 2001103046 A & US 

& EP 1220905 A2 & US 

& US 2002/0115145 Al & US 

& US 2002/0197674 Al & US 

& US 2002/0198149 Al & US 

& KR 2003002292 A 



2002/0010137 Al 
2002/0058309 Al 
2002/0110859 Al 
2002/0197612 Al 
2002/0198147 Al 
2002/0198366 Al 



WO 01/57188 A (Hyseq Inc.), 

05 February, 2001 (05.02.01), 

6 AU 200131288 A 



& AU 200134847 A 

& AU 200134944 A 

& AU 200136660 A 

& AU 200136721 A 

& AU 200132971 A 



& AU 200133293 A 

& AU 200134848 A 

& AU 200136658 A 

& AU 200136663 A 

& AU 200143142 A 



ADACHI, J. et al . , RIKEN functional annotation of 
a full-length mouse cDNA collection, Genbank, 
10 July, 2000 (10.07.00), Accession AK007787 
& 16 April, 2002 (16.04.02), Accession AK077118 

Strausberg, R.L. et al., Generation and initial 
analysis of more than 15,000 full-length human 
and mouse cDNA sequences, Genbank, 04 September, 

2001 (04.09.01), Accession BC013497 & 01 February, 

2002 (01.02.02), Accession BC022616 & 01 March, 
2002 (01.03.02), Accession BC024888 

WO 01/00638 A2 (Millennium Pharm Inc.), 

04 January, 2001 (04.01.01), 

& AU 200056197 A & EP 1194534 A2 

ADACHI, J. et al., RIKEN functional annotation of 
a full-length mouse cDNA collection, Genbank, 10 
July, 2000 (10.07.00), Accession AK017880 

Strausberg, R.L. et al . , Generation and initial 
analysis of more than 15,000 full-length human and 
mouse cDNA sequences, Genbank, 29 October, 2001 
(29.10.01), Accession BC016252 



1-8,45-65 



1-8,45-65 



9-16,45-65 



9-16,45-65 



9-16, 45-65 



17-20,45-65 



17-20, 45-65 



21-28,45-65 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



# 



INTERNATIONAL SEARCH REPORT 



Intemlnor 



InteffUnonal application No. 

PCT/JP03/08690 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



WO 01/53312 Al (Hyseq Inc.), 
26 July, 2001 (26.07.01), 

& AU 200127284 A & EP 1242443 Al 

6 US 2002/0197679 Al 

ADACHI, J. et al., RIKEN functional annotation of 
a full-length mouse cDNA collection, Genbank, 
16 July, 2001 (16.07.01), Accession AK030584, 
AK035957 & 16 April, 2002 (16.04.02), Accession 
AK082495, AK082963, AK080754 

WO 01/64835 A2 (Hyseq Inc.), 

07 September, 2001 (07.09.01), 
& AU 200138347 A 

ADACHI, J. et al . , RIKEN functional annotation of 
a full-length mouse cDNA collection, Genbank, 
10 July, 2000 (10.07.00), Accession AK009771, 
AK012437 

WO 01/90357 Al (Genesis Res. & Dev. Corp. Ltd. ) , 
29 November, 2001 (29.11.01), 

& AU 200160847 A & US 2003/0040471 Al 

WO 01/48192 A (Genesis Res. & Dev. Corp. Ltd. ) , 

05 July, 2001 (05.07.01), 

6 AU 200124134 A & US 6380362 Bl 

WO 01/51636 A2 (Incyte Genomics Inc.), 
19 July, 2001 (19.07.01), 

& AU 200129366 A & EP 1246918 A2 

Strausberg, R.L. et al., Generation and initial 
analysis of more than 15,000 full-length human 
and mouse cDNA sequences, Genbank, 01 May, 2002 
(01.05.02), Accession BC028869 

ADACHI, J. et al., RIKEN functional annotation of 
a full-length mouse cDNA collection, Genbank, 16 
July, 2001 (16.07.01), Accession AK043006 & 16 
April, 2002 (16.04.02), Accession AK084668 



Relevant to claim No. 



29-32,45-65 



29-32,45-65 



33-36,45-65 



33-36,45-65 



37-40,45-65 



37-40,45-65 



41-65 



41-65 



41-65 



Form PC171SA/210 (continuation of second sheet) (July 1998) 



iKW®#t TCT/J PO 3/0 8 6 90 



a. &&<»Wk-*z>ftmv>&m m&ftt&m (ipo ) 

Int. CI' C12N15/00. C07K14/47, C07K16/18, C12Q1/68, A61K38/17, 39/395. 45/00. 48/00. A61P48/00. 3/04, 
3/10. 9/10. 43/00. G01N33/50, 33/15 



Int.Cl' C12N15/00, C07K14/47. C07K16/18. C12Q1/68. A61K38/17. 39/395. 45/00. 48/00. A61P48/00. 3/04. 

3/10. 9/10, 43/00. G01N33/50. 33/15 



BIOSIS/WPI (DIALOG), JSTPlus ( J0IS) , Genbank/Geneseq, Swissprot/Geneseq 



Kazuhisa Maeda et al. , Analysis of an expression profile of 
genes in the human adipose tissue, Gene, Vol. 190 (1997) pp. 2 
27-235 

Erding Hu et al. , AdipoQ is a novel adipose-specific gene dy 
sregulated in obesity, Journal of Biological Chemistry, Vol. 
271, No. 18 (1996) pp. 10697-10703 

Sylvain Baulande et al. Adiponutrin, a transmembrane protein 
corresponding to a novel dietary- and obesity-linked mRNA s 



1-65 



1-65 



1-65 



Taj «Rf»cga®(Dfe-53:iifcT?»*^<. — «ttfitflf*»*r*i" 
TEJ H^WSBfitF«>Wffi*fctt#IT-Cifo5A^ B&tUMB 



19. 0 9. 0 3 



nmMHTOMfi 07.10.03 




B*B4#fF/r (ISA/JP) 
©<M#-5§- 100-8915 
*S:a5=f ft ffl E@^ii=T S 4 # 3 



sua m 



miS#^- 03-3581-1101 



4N 9 5 4 9 



3 4 8 8 



iJCPCT/lSA/2 10 (U2'<-^) (1 9 9 8^73) 



• 



WS^^CT/J PO 3/0 8 6 90 

















pecifically expressed in the adipose lineage, Journal of Bio 
logical Chemistry. Vol. 276, No. 36 (2001) pp. 33336-33344 




Y 


Kee-Hong Kim et al. , A cysteine-rich adipose tissue-specific 
secretory factor inhibits adipocyte differentiation, Journa 
1 of Biological Chemistry, Vol. Zit, No. 14 {zvvij pp. ii<£D<s n 
256 


1-65 


PX 


US 2003/032155 Al (Genentech Inc.) 2003.02.13 (77^ !> — & 
D 


1-8, 45-65 


X 


W0 00/53758 A2 (Genentech Inc. ) 2000. 09. 14 & AU 200035144 A 
& US 2002/0010137 Al & KR 2001103046 A & US 2002/0058309 Al 
& EP 1220905 A2 & US 2002/0110859 Al & US 2002/0115145 Al & 
US 2002/0197612 Al & US 2002/0197674 Al & US 2002/0198147 Al 
& US 2002/0198149 Al & US 2002/0198366 Al & KR 2003002292 A 


1-8, 45-65 

• 


X 


W0 01/57188 A (Hyseq Inc. ) 2001. 02. 05 & AU 200131288 A & AU 
200133293 A & AU 200134847 A & AU 200134848 A & AU 200134944 
A & AU 200136658 A & AU 200136660 A & AU 200136663 A & AU 2 
00136721 A & AU 200143142 A & AU 200132971 A 


9-16, 45-65 


X 


Adachi, J. et al. , RIKEN functional annotation of a full-len 
gth mouse cDNA collection, Genbank, 2000. 07. 10 Accession AK0 
07787 & 2002. 04. 16 Accession AK077118 


9-16, 45-65 


X 


Strausberg, R. L. et al. , Generation and initial analysis of 
more than 15, 000 full-length human and mouse cDNA sequences, 
Genbank, 2001. 09. 04, Accession BC013497 & 2002. 02, 01 Access 
ion BC022616 & 2002. 03. 01 Accession BC024888 


9-16, 45-65 


X 


WO 01/00638 A2 (Millennium Pharm Inc.) 2001.01.04 & AU 20005 
6197 A & EP 1194534 A2 


17-20, 45-65 


X 


Adachi, J. et al. , RIKEN functional annotation of a full-len 
gth mouse cDNA collection, Genbank, 2000. 07. 10 Accession AK0 
17880 


17-20, 45-65 


X 


Strausberg, R. L. et al. , Generation and initial analysis pf 
more than 15, 000 full-length human and mouse cDNA sequences, 
Genbank, 2001. 10. 29, Accession BC016252 


21-28, 45-65 


X 


W0 01/53312 Al (Hyseq Inc. ) 2001. 07. 26 & AU 200127284 A & EP 
1242443 Al & US 2002/0197679 Al 


29-32, 45-65 



«SPCT/ISA/2 10 (ff?2^— ;><Dlgg£) (I 998¥7fl) 



# 



CT/J P 0 3/0 8 6 9 0 



x 

X 



Adachi, J. et al. , RIKEN functional annotation of a full-len 
gth mouse cDNA collection, Genbank, 2001.07.16 Accession AK0 
30584, AK035957 & 2002. 04. 16 Accession AK082495, AK082963, A 
K080754 

W0 01/64835 A2 (Hyseq Inc.) 2001.09.07 & AU 200138347 A 

Adachi, J., et al. , RIKEN functional annotation of a full-len 
gth mouse cDNA collection, Genbank, 2000. 07. 10 Accession AK0 
09771, AK012437 

WO 01/90357 Al (Genesis Res.& Dev. Corp. Ltd. ) 2001.11.29 & AU 
200160847 A & US 2003/0040471 Al 

W0 01/48192 A (Genesis Res.ft Dev. Corp. Ltd. ) 2001.07.05 & AU 
200124134 A & US 6380362 Bl 

WO 01/51636 A2 (Incyte Genomics Inc. ) 2001. 07. 19 & AU 200129 
366 A & EP 1246918 A2 

Strausberg, R. L. et al. , Generation and initial analysis of 
more than 15, 000 full-length human and mouse cDNA sequences, 
Genbank, 2002. 05. 01, Accession BC028869 

Adachi, J. et al. , RIKEN functional annotation of a full-len 
gth mouse cDNA collection, Genbank, 2001. 07. 16 Accession AK0 
43006 & 2002. 04. 16 Accession AK084668 



29-32. 45-65 



33-36, 45-65 
33-36, 45-65 

37-40, 45-65 
37-40, 45-65 
41-65 
41-65 

41-65 



tBStPCT/I SA/2 1 0 (f&2^-*Ogg#) <1 9 9 8¥7£) 



